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The opening address of the 10th Internatfonal RES Congress, Ito, Japan,
was given by Dr.\!anv11 Cohn of the Rockefeller Institute, NYC, NY, USA. Or.
Cohn reviewed the‘hany facets of macrophage functfon which secure for this
cell a central role in both the stimulation and expression of immune respon-
ses. Among the topics reviwed by Dr, Cohn waé'}he variety and complexity of
effector activities expressed by macrophages, both in a resting state and
following stimulation with soluble products released at sites of inflammation
and immune reactions. Many of these effector reactions require interaction of
the stimulating agent with receptors present on the macrophage cell mem-
brane. Some receptors, such as the antibody (Fc) receptors, {nduce not only
internalizatfon of the immune complex, but secretion of a variety of reactive
substances (complement components, clotting factors, enzymes, reactive OQ’.
etc.); other receptors, such as the complement (C3) and mannosyl! receptors,
stimulate only phagocytosis. Requlation of phagocytosis/secretion may be
through alteration in free (non-mitochondrial) calcium. One secretory product
that {nduces death of certain intracellular microorganisms and extracellular
tumor targets is reactive U7.f.\A soluble product from stimulated T 1ympho-
cytes that 1{nduces the secretion of reactive oxygen {intermedfates fis
IFNgamma- This molecule appears to regulate a whole host of macrophage effec-
tor activities, and deficiencies in IFNO..'. production have been correlated
with development of certain progressive diseases (f.e. leprosy). Although
macrophages clearly participate in the regulation and expression of secondary
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immune responses, Dr. Cohn felt that the evidence from Dr. Steinman's labora-
tory strongly suggest that dendritic cells, cells derived from a different
progenitor than macrophages, have primary responsibility for antigen presenta-
tion to T cells in developing immune responses. This viewpoint was challenged
several times throughout the meeting.

PLENARY SESS JONS

Viruses, Oncogenes, and Human Lymphomas

The definition of an oncogene depends upon one's perspective: one can
view these genes as either a cellular gene incorporated into a virus, or a
virus gene incorporated into a human chromosome. The development of neoplas-
tic disease following exposure to certain viruses is a complex process, For
example, the infection of African children with EBV virus does not necessarily
result in development of lymphomas: these {infected children are at risk for
development of lymphomas, but the virus infection is not sufficient in f{t-
self. Rather, chronic endemic malaria is the environmental co-factor that
induces splenomegally and sets the stage for induction of Burketts lymphoma.
EBV then activates and immortalizes the B cells in a BCGF (B cell growth
factor)-independent manner (Klein, USA).

Every cellular body carries greater that 20 protooncogenes. The method
of transformation activation depends upon the particular gene: transduction
into acute transforming retroviruses, integration, insertional mutagenesis
(acquisition of more promoters), chromosomal rearrangement, gene amplifica-
tion, single point mutations, and other methods as yet undescribed., A wide
variety of human tumors (bladder, colon, gall bladder, liver, lung, pancreas,
fibrosarcoma, rhabdosarcoma) have detectible oncogenes, mostly of the K ras
type, The ras genes are so named because of the similarity with rat sarcoma
virus, and there are 3 types: H, N, and K. The K ras gene codes for a single
21 kbase peptide, and malignancy results from a single point mutation in the
12th or the 61st codon. Is activation of oncogenes essential for malignancy,
or simply coincidental? In all cases examined, both in humans and experimen-
tal models, it {s the single mutatfon of guanosine to adenine at position 12
that is associated with mammary tumor development. This substituttion may be
the result of a methylation reaction (Sukumar, USA),
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There {s a high level of adult T cell leukemia in south central Japan.
Cells from these patients can be cultured without addition of TCGF (T cell
growth factor), and produce virus as well as shed ATLV antigens. Serum from
patients react with these viral antigens, and the antigens can be detected on
the surface of T cells, Over 70% of the 1ymphomas diagnosed in southern Japan
are ATVL-induced T cell lymphomas. Most of the patients are over 40 years
0old, and there appears to be family clustering. The virus may be passed from
mother to child (Hanoaka, Japan).

Macrophages and Atherosclerosis

IL-2, a T cell-derived T cell growth promoting factor, induces the re-

- lease of clotting factors that enhance the adhesion of monocytes to endothe-

1ium., Monocytes constitute a fair number of the cells in plaque that leads to
atherosclerosis (Catran, USA).

Some foam cells (lipid-containing cells that are associated with plaque
formation in arteries) derive from macrophages, others from smooth muscle
tissue. The correlation between premature atherosclerosis and lipids appears
to be with elevated low-density lipoprotein (LDL), yet macrophages accumulate
LOL too slowly to account for development of foam cells, Acetylation, or
chemical modification, converts LDL into a molecule that can be rapidly accu-
mulated by macrophages. There is no evidence that de novo chemical modifica-
tion occurs in vivo, but these workers show evidence that endothelial cell-
modified LOL fs rapidly {nternalized by a receptor that does not recognize the
"native” molecule, Smooth muscle tissue can also modify the LDL, but most
other cells cannot. This modification is accompanied by the peroxidation of
fatty acids, and is dependent upon the generation of oxygen radicals, EDTA
blocks the modification, Apparently the Apoprotein B of LDL is the site of
modification, as wel) as fatty acid phosphorylation. Monocytes constituitive-
1y release lipoprotein lipase, and activation of this enzyme by apoprotein CI!
tnduces the accumulation of cholesterol esters and triglycerides., The ques-
tion is: Is the macrophage a good guy (ingestion of LP and prevention of
lesion) or a bad guy (ingestion of LDL, formation of foamy cells, and develop-
ment of lesion)? (Steinberg, USA)

Receptor-mediated internalization of LDL occurs primarily (70%) through
coated pits, although coated pits are only 2% of the cell surface. There are
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several naturally-occurring defects 1in receptor-mediated entry of LDL that
have facilitated analysis of the process of internalization and accumulation
of LOL: (1) defective clustering in coated pits (loss of C-terminal end of
receptor) and (2) defective binding. Clathrin is the major protein in coated
pits. Depletion of k* destroys coated-pit distribution in cells, and induces
a decrease in LDL uptake., Receptor-LDL uncoupling must occur for recycling of
the LOL receptor. The current theory is that uncoupling occurs in endosomes
prior to 1jsosome fusion; uncoupling appears to be pH directed, since monensin
and cloroquin raise the internal pH of endosomes and decrease reinsertion of
LDL receptors (Anderson, USA).

Macrophages and Activation

Tissue macrophages encounter a wide variety of signals during inflamma-
tion and development of immune responses. The burning questions about macro-
phage activation today are: what is the nature of the signal(s) that induce
activation? what are the capacities that the macrophage must acquire for the
various effector activities displayed? and, what is the molecular basis of
macrophage activation? In all tumor killing assays, binding of the target
cell to the macrophage is an essential event, Binding via a receptor triggers
the release of a proteolytic enzyme of 38-40 kdaltons that kills the target.
The binding of the tumor cell and release of the proteolytic enzyme during
nonantibody-medfated macrophage killing are events that are independently
genetically regulated. In the presence of antibody, some activated macro-
phages can kill certain tumor targets by release of reactive oxygen interme-
diates (classic ADCC). Some macrophages that are not activated can also
mediate ADCC, albeit a slower form of this killing. Thioglycollate macro-
phages are the best example of cells that can perform this slow ADCC. A
molecular correlate of macrophage response to activating signals is phosphory-
lation by protein kinase ¢ (PKc). One can mimic the priming of macrophages by
XFNgamma for extracellular destruction of tumor targets with phorbol myristate
acetate (PMA) and a Ca** {onophore. Both priming sequences require an addi-
tional trigger signal (such as LPS) to finduce cytotoxicity. In both instan-
ces, protein kinase ¢ is increased during priming, and LPS provides the trig-
ger for protein phosphorylatfon (Adams, USA).
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Although monoclonal antibodies have been made that interact with a var-
iety of macrophage subtypes, none of these antibodies are specific for the
activated macrophage. F4/80 is a monoclonal that recognizes a macrophage
surface antigen that is down-regulated during activation {was produced by S.
Gordon). These investigators reported a new monoclonal, ACM-1, that identi-
fies activated macrophages only: it is not reactive with inflammatory macro-
phages, or resident macrophages of the peritoneum, spleen, or lungs, with
spleen cells or with thymocytes. The antibody recognizes an antigen with 2
polypeptides of 70 and 45 kdaltons. It blocks cytotoxicity, but does not
eliminate cytotoxic cells in the presence of complement. It is expressed on
BCG, C. parvum and pyran-activated macrophages (Taniyama, Japan).

Interferon gamma is a major activating factor for macrophages of both
humans and mice., As little as 1 pM of IFNgamma is sufficient to activate
these cells, There is a great deal of information that suggests that the
tumoricidal and microbicidal properties of activated macrophages can be corre-
lated with the release of certain reactive oxygen intermediates, notably
hydrogen peroxide. This molecule is responsible, in whole or in part, for the
destruction of tumor cells and obligate intracellular parasites. These inves-
tigators have been able to show a deficiency in IFNgypya Production in humans
and experimental animals during debilitating chronic diseases such as leprosy
and leishmaniasis, and have begun preliminary trials with replacement therapy
using recombinant IFNg,mm, in mice infected with these agents. One exciting
finding is a marker for interferon therapy: neopterin (derives from GTP in
folate or serotonin system) is excreted in urine of patients treated with this
macrophage activating agent (Nathan, USA).

The antiviral activity and macrophage activating activities of IFNgamma
appear to reside in different regions of the molecule. Monoclonal antibodies
can be made to recombinant IFN that inhibit either one or the other of these
activities in fluid phase, but both activities when attached to a solid matrix
or precipitated by Staph A, Hybrid molecules of mouse and human (not active
on mouse cells) IFNgypy, suggest that there are at least 2 domains, each of
which regulate a different activity (Schreiber, USA).

That 1FNgamma 1S a major activating factor for macrophages is now
clear: this molecule can induce extracellular cytolysis of diverse tumor and
helminth targets, and intracellular destruction of a variety of obligate

1
1
7




intracellular pathogens, The question is whether there are non-I[FN macrophage
activating factors as well, In certain cases, non-interferon MAFs can be
detected: (1) a 25 kd molecule fn culture fluids of the PMA-stimulated EL-4
thymoma cell line induces potent extracellular killing of tumor and helminth
targets without IFN-associated antiviral and la-inducing activity. This MAF
activity cannot be neutralized by anti-IFN monoc'onal antibodies. (2) factors
are present in lymphokine supernatants of antigen or mitogen-stimulated spleen
cells that induce intracellular destruction of microorganisms, but do not have
antiviral activity. (3) Resistance to infection, one early antimicrobial
activity of activated macrophages, cannot be induced with recombinant
IFNgamma- nor can this MAF activity in lymphokine supernatants be neutralized
by monoclonal antibodies prepared against lFNgamma' (Meltzer, USA).
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" GENERAL INFORMATION

Perniod and Site

Petwd  Seprember 2 oSanday Septemibier T b riday . 1984
Site The hawana Hotel
Adidre 1459, kavwana Jta Shazaoka Pretect o 414 Japan

Telephone 6557 145, 1111

The Kawang Hotel one of Japan s mcest tesort hotelo s on the ade at the
Pacite Ocean carrounded by the heauty of Fap-Hakone-17u National Park

Language
The ottioat langaae o boglich There will be na tacilities tor simultaneous

rransation

Poster Session

Postercare andisplay i Room Eevervday except Wednesday trom 13 0010 18 00
One bour penad between 17 00 and 18 0008 resenved as the " Poster Session” 1or
trec discorcaons with the desgners

Secretariat
The Secretanat 1« open tfrom 8 00 to 19 00 at Secretanat Room on the 1st tloor
throughout the Congress penod it vou have any trouble, please contact the
Secretanigt

Information Desk

The General infarmation Desk, to be set up at the Congress, will ofter answers to
general questions. while the Travel Information Desk. set up by the Japan Travel
Bureau, will provide information on accommodations and travel The desks wall

D P T,

-

open
September 2, Sunday 1300 - 19:00
september 3. Monday
September 6, Thursday 830 - 17:00
september 7, Fraday 8 30 -- 12:00
6. Notice Board
A notice board will be installed at the lobby on the 1st Hoor tor both general and
speadl notices, and personal messages to the Congress participants
In case vou want to get ahold of someone at the Congress, please go to the General
Information Desk They will post vour notice on the Notice Board
7. Name Cards
Please display your Name Card (provided to you at the ume of registration) at all
tmes duning the Congress for your convenience and security Cards have been
prepared in 4 colors as follows:
]

L




Bloie Actne Member and Young Saentist
Redd famih NMember

! Parple Invited Guest

. Corereen Secretarat

8 Currency Exchange
Faremn carrency exchange services will be provided gt the kawana Hotel

9. birst- Aid and Medical Asastance
Participants necdimg tost aid should apply to the Congress Secretaniat, or the from

desk ot the hatel Medical care or hospatalization can be quickhy arranged i case ot

ocmergency

10. Sports: Golf, Tennis and Swimming
Among the 12 Peninsala to City s most trequented by foreign visitors, and The

Kawana Hotel has ane of the most tamous Golt coutses in Japan, “the Fup course”
) and the Oshima course  And the Resort Hotel Southern Cross also has very good
Golt courses You can alao emoy tennis at the above mentioned hotels The pool
mav also be treely used, but be aware that no lfeguard s on duty

The Spotts Deskowili be setupain the T tloor lobby Those wishing to particapate in

Rolt or tennis are requested 1o apply at this desk

1. tunch
Lunch will be served at the tollowing locations within the kawana Hotel:
’ Grill Room (NMam Buitding. Basementy 1100 15 00
Do Room NMain Bundding. st Hoon 12 000 - 14 00
Lounge (Man Budding, Ist Floor 1200 -1400 ‘
Sun Patlor (NMain Bailding 16t ooy 1000 18 00 _
12. Coffee Break i |
Cottee breaks are planned tar both the morning and afternoon. The morning break i ‘
will bean Banqguet Lobby at 10 30 - 11 00 The atternoon break will be held in Room :
tPoster Session Room at 16 00 17 00
13. Excursion i /
“Noh tour” s planned as an excarsion on September 5, Wednesday  Asaba’s Noh s t
vety unmique in 1that you may enjoy the tradimonal aimosphere associated with the !
most anstoratic of Japan’s theater arts For questions about or apphication for the
evcursions, please inquire at the Travel Information Desk
)
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~ SOCIAL EVENTS

1. Opemng Ceremony

(Date September 0 Sanday
Foovne 1" 00 18 40
Place Room A

*toHowme the Openimg Ceremany the Keyvnote Address will bhe presented

e 18 40 19 30

2 Welcome Reception
Date September 20 Sanda
Lime 19:40 — 21.00
Place Room (
Feor Included i registrgion tee
Dreess Intormal

3. Banquet

Date September 6, Thursday
Teme 19:00 — 21:00

Place Room A B

few Induded n registranon tee
Diress Intormal

4. Closing Ceremony

S ate September 7 Fodas
Time 18.15 - 18 45
Place Room A

Business Meeting (IURES officers only)

Date September 4, Tuesday

Dine 1200 — 1300

Place Room H /
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SCIENTIHIC PROGRAM

Keynote Address Sept. 2 (Sun)
Room A 14 ) 19 .

The Macrophage as Multifaceted Cell
Janvl A Cohn

Charpersan Nizu Konmag

—_— R I T
Plenary Session | Sept. 3 (Mon)
Room A«B .4y 0 1.0 0

' Viruses, Oncogenes and Human L ymphomas

Prosaoding Nasao bagrniaob g

L

T Oncogenes o Haman Ot (‘ Sataswatr Sukumar

2 The Redationshup ot HITEN 1o Lvmiphion g and ADS Salahuddin

§ The Rade ot Oncogenes v [ymphond Neopla o George Klein

4 Varases ated Human Lymphomas NMasao Hanaoka

il el oo
Symposum 1 Sept. 3 (Mon)

toom A 14 (0 1700,

The Regulation of Macrophage Development and function

Charpersans bhaah ) bidler and S Rasakuary

1 The Htects ot the Vatious Agents on the Cultured Kuptter Cells
Shotaro Sakisaka

Phenotypic Charactenzation ot Gamma Interteron-Induced Human Monodyte
Polykaryons (\MPy 1.B. Weinberg

*w

3 Regulation ot expression of LPS Receptor on Mouse Lung Macrophages by
Lymphokines kS Akagawa
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Sept. 3 {Mon)

Protein Kinase Actinty an the Cell Sarface of a Macrophage-tike Cell Line,

7741 Cells F Amano

Selecnoe Tamor Celb by by SNon Speatically Actnvated NMacrophages Derned

trom Long: Term Bone Marrow Cultures I toewenstem

Fe Receptor Modalation and Cytotosiee Actnany of Porcane Pulmonany, Alvealar

NMacrophaes Yoon B kim

The Faiare of Sycobactena to Stumalate Phagocyvte Supetovde Anion
Generation s Correlated with the Absence of Complement Activabon in Vitro

11 Holzer

B The Regolatony Role o Dipsongenase Products on the Stonulated State ot Rat
‘ Koptter Colls M Birmelin
)
Symposium X September 3 (Mon)
Raoom B 14 00 17 00
Analvais of Macrophage Regulation and Efector Functions
Charpersons | Stephen Haskili and S Muramatsu

; e

1 Disappeatance and Reappearance of Resident Macrophages
) Importance in C pacvam induced Tumanadal Actinaty Stephen Haskadl
\ 2 Endotoun Induced Maonocvte NMacrophage Procoagutant Activaty in the Rat
. Requnres Cotlaborating T-Hhvmphooytes Peter A lando
' 3 The Role of Spicnic Macrophage on the Blood Cell Destruction S Matsuda

4 The Induction of Haman MopoOvte Intedeukin 1 Synthesis and Secretion
1 R € Newton
L]
; 5 GA-CSA Production by Human Monooyte Subnets IR Zucah
‘ H Peanut Aggiutimin Receptors on the Human Macrophage-Histiocy te Series
! R. Tsunoda

7 immunohistochemical Locahization of $-100 Protein Subunits in the Human

t ymphoreticular System T. Akagi
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Symposium 3 Seprtember 3 (Mon) ‘
Room ¢ 1400 1700 ‘
The Surtace and Receptors of Mononudlear Phagodytes
Charpersons Thomas A Haoulton and T Nasuda

- — - - -

1 Httective Internalization of Polysacchande-Coated Liposomes into Phagocytes
Yasuko Ueda

Evaluation o the Expression ot la- Antigen on Normal an immune Peritoneal
Macrophages as Demonstrated by Rosetung, Immunoovtochemistry and
Antigen Presentation Robert H ) Beelen

L")

VA Comparalne Stody omn the Presence ot Antigense Determunants on Normal
Rewe trve and NMabignant NMacrophages P 1IN Rohaolt

4 The ( ptake of Pobvsacchande -Coated Liposomes by Ahveolar Macrophage
Ahimitsy Tomonaga

S Complementany Roles ot Raptter Cells RO and Liver Endothebal Celis (08C T m
the tndoostie Funcnion of RES in e Tner Bard Smaedsrod

6 tdentmcgtion. Quantitahion . and Partial Charactenzgtion ot g Serum bactor
which inhibits Bibranectin Collagen Binding Acavaty frank B. Gelder

T Macrophage Surtace Changes Caused by Influenza Virus and Interteron
N Nowahowsha

Sympaosium 4 September 3 (Mon)
Room (014 00 17 00

The Kill of Microbes by tlements of the MPS

Chatrpersons Seymour | Klebanott and £ Qudin

1 Adaptine Transter of Immune Re ponsiveness trom Heavily Intected Anergi
Frank M Collins

2 Macrophage Adtivation gnd Resstance o 1istena monocytogenes
Maunce | Leftord
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Sept. 3 (Mon)

1 Bactencrdal Activity ot Pertonedl Macrophages of Bege NMice with Chediak
Fhcastu Syndrome Masavasu Nakano
4 Hectron Sticroscopie Study on the Interaction ot Listena monooytogenes and
Subpopulations af Mouse Pentoneal \1.5(1«);)!\.0;(\« Nasabiro Kisaks
ot prec ot Brnabun and Bile Acuds on Oxveen-Dependent Bacteniodal
Nt ot HE o Neatrophils Masahiko twanaga
6 Eects ot Provaglandmes and Scavengers for Ovagen Intermediates on
Crvtots vy of Palymorphonadiear teoakoovtes (PNNG Rewpr Rasukawa
TN Formd Methionyt Teaoy ] Phenylalamne Induoced Superovade Release ot
Caloam-Depleted Human Neatrophals Nrw ak o Nakastas ara
8 bnhaneement of Ovween Consamption of Nedattophils by Vanadate
Yukito Ozaky
Poster Session | Sept. 3 (Mon)
Roorm b 17 00 14 00,
Charpersans You Mo Zhane M Yamasako and Sheowood M Rewchard
U Protectne Role ot Alveolar Macrophae tnzvmes i bepenmental Palmaonary
Tuberculoss Satoy Chandrasekhgr
2 Immunological Consequences of Host-Paraaite Membrane Interactions in
Human Falaparum Malana CF Ockenhouse
3 Endocvtoss of the Latex Particles by the Endothehal and kuptter Cells in the
Pertied Rat Toer Chicko Dan
4 toamy Macrophages Associated with Enythrophagocovtoss Tokuhiro Ishihgra
5 lectin Like Receptor on Munine Macropbhage Cell Line Cells, SMml Involvement
ot Siabe Avid-Binding Sites i Opsomin Independent Phagoovtoss tor
veaagen Red Cells Seshy Kyonzunm
6 | ptake of Mast Cell Granules by Reticular Cells and Macrophages and Then
Acid Phosphatase Activity in the Rat Lymph Node ke Mivaty
T Phagosome-Lysosome Fusion i Human Macrophages st Encounter with M
leprae David M Scollard
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The Role ot AntiLitern Anttbods on the Superoade Producton and

Uisteniardal Activty ot Pulmonary. Alveolar NMacrophages

NMoritak g Sus

Vo Method tor Actve Phagoovioss of Polymorphaonodear Leukootes by

Flaorescem Diberation trom Phagoavtozed Beads

I NV ive Ranetic - ot |

Fravthroostes

Kazuo Sizubka

Receptor-NMediated Ceil Destraction U sing 1gG-C oated
Yotaka Takahash

fron Metabolean in the Retcalar Cells and Macrophages of the Rat [yvmph

Node Stns as Studied by Fleatron SMicroscopny

Tissue Transelutamunase and Macrophase Fognction

Keruchy Takava

Rersuke Teshigrawara

Direct Measurement of Phagosomal Reactne Oxvgen by Microsphere- Bound

oaranod

Oxvveen Intermediates in the Pathogeneas of Shock

Takatunn U chuda

Sherwood M Rechard
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Sept. 4 {Tue)

T

Plenary Sesaon 1) September 4 1Tue)
Rowne Al 9 00 1

Macrophages and Atherogenesis

Provding Ramze S Cotran and Stzo Kopma

NMacrophages foam Celis and Atheromae Ramzst S Cotran

Cptake ot bpads and Regalation of Cholesterol Metabolism
Richated ¢, Andetson

NMacrophaes and Lipoptotems Damel Steinbery

4 NMacraphages and Secretion ot Apolipoproteuts Jeng Werh
S NMacrophanes and Accumuolation of Cholesterol Bsteran Atheromdtous Aorta
Tatsuvg Takano
[ -
i Symposium 5 September & (Tue)
; Room A 14 g 17 e
The Regulation and Execution ot the inflammatory Response
Charpersans Sieard | Normann and T Yoshada
L. e e e
Vo Granuloma Formation by Mycobe Aad Contaring Glycolipnds in SNocardig and
Related Tava henp Raneda
2 bapenmental Eppthehond Cell Granulomas Tubecde formation and iImmunaologec al
Competence Marnian | Ridiey
3 baperumental Pulmonarny foregn Body Granalomatous Inthaimmation and Anergy
Craig Allred
4 The Role of Interleak ims i Granulomatous Inflammation and the Associated Anergy
Takeshi Yoshida
{
5 Monoote-Modulatng Factors in Sarcondosis Setg Toru Baba ;
{
14




b Promunent Productuon of Bibronectun by Human Akeolar Macrophages in Interstitial
Lunp Diseases Hiroshi Watanabe
Tiny Sthicate Covstals Found in Macrophastes of Plegral Hlud of Asbestos-Exposed
Patients Yo Nimula
4 The bntear of Eodotoun and Gadolinam Chlonde on the Acute, Septic Pertonitis in
Rats G larar
— SR . e
Symposium b September 4 (Tue)
Room B 14 00 1700
Cell-Cell Interactions in Regulation of the immune Response
Chairpersons Michael Feldman and U Yamashitg
1 The Adcesony Cell Funcuon of Human Alveolar Macrophages in T Lymphoayvte
Profiterative Resporises Norno Ohtsuka
2 LA Positive Macrophage Cell bines with APC Activty Toshinort Soepma
3o tnhancement of Monooyvte Accessony Cell functon by interteron -
Susanne Becker
4 Immunological Activity of a Munine Macrophage Cell Dine, tTmmunological and
Biochemical Charactenstics of the T Cell Actisating Factor (s Osami Daimary
5 bunctional Properties ot Cultured SMonne Thyane Macrophages, Release o 1L-1 and
induction of MHC Restiicted Probferanon of (T-(h-A-L Speaitic T Cell Line
Ruth Gaihly
6 [hstunction ot le-Positive Antigen-Presenting Cells in Tumor-Bearning Hosts
Uki Yamashita
T Postive Lined Macrophages Replace the Splemic Accessory Cells in the Induction
of Suppressor T Cell Reko M Nakamura
8. Suppressor Cells induding Plasie Dish Adherent Cells in Murine Bone Marrow
Chimeras Masdahiro imamura
i3
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Sept. 4 Tue)
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Svmposium 7 Sq-pl('mhm 4 (Tuey}
Room )14 o0 17 o

NRCells

Charpersons Hillel S Koren and S Habu

1T Changes 1 Natutai Kaller Activimes in Fxpenmentgd Secondarny. Amvlodoses
Rourch Kimurg
2 Natutal Kilter Coll Activty and Tissue Distribution i Malignant byvmphom
Masaru Nshikor
1 NKR Adtiaty, Production ot Alpha-interteron and Production ot interleukin 20
Patients with Preleakemia \ihiro Ohkabe
4 Selectinve Actnation of Satural Kdler (SR Cell-Medated Cyvtotoaaty induced by
Sodium Petiodate Tregted OK-432 v oshihiro Hashimorne
5. Newh Produced soall Bone Marrow Lymphocytes Bind 1o NK Targets
S B Pollack
6 A Target Cell ine tor Son-Natural Kaller Spontaneous Cvtatoae Cells
K Akamaty
T Natural Rithng of Human Blood Monocvies Relegase of Monocvte Cytotone Bactons
AMOE Durning Interaction with Target Cells Atvshe Uy hadda
Symposium 8: September 4 (Tue
Room C (14 00 -~ 1700y
The Ontogeny, Phvlogeny and Structure of tlements of the Mononudlear
Phagocyte System
Chaupersons Ronald B Herberman and K Watanabe
1 Chrastracture and Cyvtochemntry of Pomitive Macrophages in Human York Sacs
H tnzan
2 Ontogeny of Macrophage Colony-torming Cells (M-CHC)  Thomas | Macvatte
3. An Expenmentai Study of the Ongin of Brain Macrophages Nam Poo kang
1o
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4 Divtnbution of Anamalous [ysosomes i Monoavtes and Tissue Macrophages of
Bewe Mouse Yutaka Kawdakarm

5 dmportance ot the Sinusordal Fenestration tor Blood Maonocstes 1o Settle on the
sinosoidal Surtace I Madatame

6 Uinastructural Anahvas of Relationship Betweens [HUT 0 Cells and Dendrtic
Reticalum Cellvain Germingl Centers of Human Lymph Nodes Fumiakt Yuda

Fanerhans Type Dendntic Cells in the Lymphnodes ot Nude Mice
Hirotsugu t da

8 Immunohistochemical Study of Dendntic Reticulum Cell in Lymph Follicle ot

Thyrond Nitsunort Yamakawa
' ——
Poster Sesston 1 Septemer 4 (Tue)
Roomt 17 00 oo
Chanrpersons Sang Ho kinc K Haogava and Prece facques
1 Devetopment of Splenac Hhipsord and s Cellular Constitution in Chick Embryvo
Junper Asa
2 Chensiumimescence Response of Funationglly Ditterent Human Penpheral Blood
None e gned B NModulation by Prostaglandins Carl G bgdor
§ 0 The Induction of Cvtostatic Macrophages and Ant-Tumaor Hteots By Intlammaton
g Netittagihils Alan Lichtenstem
4 Granuloovie AMactophage Progentor Cells o the Tier of Human tmbryos
Y oshihisa Ohnisha
5 Ultrastructural Feature of the Lysozvme-Contanimg Cells ot the Rat Vi
tideo Sakumg
‘ -
, 6 Hyalodvte A Posable Cell that Belongs to Mononsdear Phagocyte System :
! Yoshitsugu Tagawa )
' |

T Development and Maturation of Fetal Rat Macrophages in Ontogeness
Nivoshe Takahashe
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Plenary Session Hl: september 5 (Wed)
R A<B 90 1) O

Macrophages as Regulators of Multiple Host Systems

Preadin: Ralph van tutth and Razubisa Santo

Nacraphages as Autoregulators ot Mononudear Cell Proliteration
Ralph van furth

S Mactophages as Regulators of the immune Response Howard M. Grey
£ NMade of Anhigen Presentagtion i Assocation with Macrophage fa Molecales tor T
Cell Recogminion Takusht Tadakuma
4 Nacrophages gs Regulators of the Coggulation System Thomas S tdgington
5 Mactophages as Regulators of the Acute Inflammatony Response  Walliam Scott
Wednesday Symposium | September 5 (Wed)
Room A+B 13 00 ~ 1500,
Analysis of Malignant Lymphomas with Monoclonal Antibodies
Chairperson: K kunurg
1 Monodlondl Antibadies for the Analysis of Non-Hodghin and Hodgkin's
Lyinphaomas Harald Stein
2 B-Cell Lymphomas and Their Monodonal Antibodies Kokichr Kikuche
3 Immunopathological Study of T Celt Malignanaes with Monodonal Antibodies
agginst T Cell Leukaenng Assocated Antigens Ryuso Ueda
4 Monodlonal Antubody Study e Lympord Malitnancey Masanon Shimoyama
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: Wednesday Symposium | September 5 (Wed)
) Rowun AsH 15 10 1700

Proliterative Disorders of Langerhans and Related Celis

L

1 Pathroiogy of Histiooytoses X

Chaupersons Chentian Nezelot and A Mikata

C hristian Nezelof

Y The Roie ot Langerhans € ells i the Immane Response Joset S Smolen

Voo Nabenant Histocstoss and T Zone Histiocvte Shaw Watanabe

4 P nobhistochenmical Stady of Hlistioovtosis- X Yutaka Imar

19
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Sept. 6 (1hu)

Plenary Sesaon 1y September 6 (Thu)
Koo A«B 4 00 1. 00,

Macrophages and Activation

Prosuding Daoiph O Adams and Taohra lokunaka

L e
T NMechgnnms of Lirget Recogmban and Destracnion by Macrophages
Dolph O Adams
Detimtion ot Sactophages in Vanogs Sage of Activation by Monoclonal Antibodies
Taddavoshr Taniyvama
o Induction of Actnation i Human NMonocvies by Gammag Interteron
Cartl b Nathan
4 The Muoiccular Baus ot the Action of MAL Intetteran Raobert Schaeibes
5 NMacrophage Activanion tor Destracnion o Parasites Maonte S Neldtzer
— R
| Symposium 9. September 6 (Thu)
‘ Room A 400 17 00
| interrelationships Between Tumors and Mononudear Phagodvtes
{ Chairpersons Hidary Roprowskr and b Tsisbara
T Changesan the Macrophage Densany in Growing Metastases Peter | Bugelska
2 Raole ot spleen Cells Responabie tor the Regulation ot Cancer Metastasis
Masato Yagl
i bunctions of Macrophage in Cancer Patients You-Hu Zhang
4 Splenic Suppressor Macrophages in Tumor-Beaning Mice Takashr Fujn
5 Natural Cytotouaty of Blood Monocoytes in Cancer Patients ttsuro Yanagawa
6 Human Ahcolar Macrophage-Mediated Tumor Cell Kitling: Production of Tumor
Cyvtotoxie Factors) and lts Action Saburo Sone
20
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Antizerne and Amuno Aad Sequence Homaology Between HTEA and the Retroviros
Povelope Protian pist George | Cranaiaia

o . U U S S —

| Svmposium 10 September 6 (Thuy
! Rewso 14 o 170

! The Role of Manonudlear Phagocytes in Disease

.‘ { h,u:;u'lsnr‘.\ !).nl(’ S Nelhon .Il\d [N I‘!L-lhd\hl []

b A e S

1 NMactophages and Tomaae Biolosy DS Nelaon

S The Omgm ot Gaacher Cells and Ultrastractural Composition ot Ther Stored
Naterigl Nakoto Nato

i Chatactenization of foam Celis and Pacttacigatean ot S tacrophages m Atherogeness
Kowche Taonity

4 Alvedlar Macrophasee Actvation of Patients waith interstial Lung Diseases
Akthikor Nagan

5 Superovde Production of Monocyte Derved Macrophage trom Collagen Disegses
bretsis Queha

6 Iravstunetion of HEADR Poutinve Monoavtes in SEE Patients fanubuko Shirghaw d
impaned Adherent Cell Function in sodium Penodate (NalOQa Actin ation of

Mononuddear Cells (MN) from Patemnts with Systemuc Lupus Erythematosus (SLE)
R tomnitzer

8 Production ot hbronectun by Monoovtes and Al eolar Macrophages in Patients with i
3
Progressne Ssvstemie Ssclerosis lchiro Rono B
¥ e
9 The tttects ot immuno Adpasants on Plasma Fibronecnn Takao Kkucha
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Sept. 6 (Thu)

Svmposium 11 September 6 (Thuy
Rooo € 1400 1700

Biologs ot the Neutrophil

Crantpesons Richard B Johnston and N Yoshingga

Ju— —_———

Producton ot the fvmphocite Stimalatioe Factor by Polumorphaonagdear

Poevbon vt Famimasa Goto
Peopetties ot B Ao Polvmorphonacdear Teokonytes Zing Moldoveanu

Aterations n Granalooyte oG Funetron waith Citrgte Soboble 1CSognd Insoluble o
Nephropathie mmoane Compleves 0 tdward | Rudey

Pragoostoas Stmudaton Substances Released trom Platelen
Haruhiho Sakamaoto

Suppressine Htedts ot Ncotine  on the Detense Functhion of - Haman
Polvmorphonudear teukoovtes i Vatro Sumitho Sasdaw a

Regulation of Cantractile Actvaty of Contrac tide Proteim trom Neatrophils
~obuhiko Shibata

Sympaosium 12: September 6 (Thu)
Room 1) 14 00 1700,

Immunopharmacology and tmmunotovicology of the Mononudlear
Phagod vte System

Chairpersons Jack H Deanand | Azuma

1 Macrophage Actination by Fatty Aad Dervatives of Glucosamine 1-Phosphate.
Analosts of the Reduang-End Subumit of Lgnd A Found i tscherchig conl
Masahito Nishigima
S Tumonadal Capaaty of Artiticalhy Activated Munne Macrophages
Wilvena B. Atkinson
3 Shizophllan (SPG-Treated . Macrophages  and Anti-Tumor  Activities  against
Svogencic and  Allogeneiw Tumor Cells L.Charactenstics of SPG-Treated
Macrophages Isamu Sugawadra
22
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4 Intibitan ot Tamor Netastasis with Actnvation of Mactophages by BRAY
Takasht Yoamuashing

Aotmcrobial Acuat o Tuttan an immunomodulating Peptide Honmone
Kenp Navhiok g

b Detection ot e Alphg Interteron Messeneer RNA Associated soith intracytaplasmn

Alpha Itenteron Aoty an A tioated Homan NMonodytes Henry ¢ Stevensaon
Aveiotovicty e Nce Admmistered Diiphenythydantom N Luster
Poster Sesaon Hi September 6 (Thuy

Racr b 17tk B

‘ Charperons Saror Chandrasebhe M Hara and Perer Abranuott
o |

U Dernatopatbne Tomphadenopatin Shages ik Asano

— e

A Indontion ar Tumonodal Macrophages and Granulooytes by the Intranasal
Appheation ot NP PE G Dipophyhe NMurannd Peptide DG Braun

P ARered Coellubar NMechaninms ot Tumor Resstance Follommyg Exposure 1o
Carcmogzene Poivoyaine Aramatic Hvdrocarbons (PAR flack H Dean

4 hvmphorencnlar Celle Prdotoan (0 PS and 1 Galactasamme o D-GAL Endaced e
fogur, | bierer

5 Cellidgr Respanses 1o Lipopolisaccharide in the Mouse Spleen H Harg

6 Etteas of Batrogen on RES with Speaial Reterence to Hemaopowess
Takeshi Havama

Eect ot Yoshda Sarcoma on the Sanaretl-Shwartzman Reactton Induced by Lquond
thizabeth Huaseuk

8 Augmentation Htect of Munine Interteron-a, 4 on Hydroxyl Radical Production in
Munne Macrophages Mo

9 Morphological Changes of Human NMacrophages in Patients with. Ovanan

Caranoma and s Characternstics Minoru kaneko
4 10 Alade . an Antumicrobngl that C ontrols Wound Fibroplasia Alan . Renyon
. 21
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Sept. 6 (Thu)

1 Immuanopatholoyical Study on Myoglobin Poaitive and Ant-AMyvoglobin Antihaody
Postive Cells in Ayvasthenic and Non-My asthenic Thymuses Takane Koedy
10 EHteat of Passively Transterred Macrophages on Metastatic Spread ot Hamster
Lymphoma Haruka u Mashiba
1 Tamor Intabetany ttect ot Intratesiongl Injection ot Bradvkimin and
Invmunostmgiants i NMyce ketko Matsunaga
14 Revengnunion or Foreweness by Phagoovtes as Obsenved by Ther Response 1o
Rioiogcas Respronse Moditers Kaara Monkawa
Ty Anttamar Actiaty of Newhorn Mouse AMacrophages Shigera Muramateu
o Poterr gton ot Tumonadal Activity in Human Mohoovtes by Sturamat Dipeptide
ancd i Dipophdee Analoy Entrapped in Liposotmies Sene Mutsaurg
17 A Coane ot Muitiple Myeloma with Hemaophagooytoss Masakt Nakazawa
W Prosentation ot Amadond Formung Cell bvmphoovte Intergcnons bound an the
Spleer and Liver trom FENTA Induced B Amvilaidosis Mace
i
Motohiro Ogura
19 NMacrophage  and T Lvmphoayvte Activation by Low  Molecular Weghte
Sty nthesized Aad Polysacchnde Nimivasu Ohkawa
S Glucan Thecapn Eahanices Hemopaetie Repapulation. Inhibns Sepsis and Enhandes
Sutvingl o litadiated NMice Myra [ Patchen
21 buncnon and interaction ot Macrophage and tach [ymphocoyte Subset ina Common
Matrable b pogammaglobulinenua (CVHY Patient with Pure Red Cell Aplasia (PRCA)
Hiroyuks Saitoh
12 Activagtion of Phagocyvtes by Aadic Mannan trom Bakers’ Yeast Stugeo Suzuka
23 Kimyra s Disease tbosinophihc Lymphtolliculod Granulomay ketzo Takake
24 e of opanosine (1503 on the Interleykin- 1 Production in Vitto in Pattents with
Acquited Immunodehiagency Syndrome (AIDS) kwong-Y. Tsang
25 Atypncal Letterer-Sime Disease with Mdrked Erythrophagocytosss
Yukiko Tsunematsu
2% Aacrophage-Mediated Indirect Etect of Interterons on the In Vivo Tumor Cell
Growth Kazuko Uno
2 Ulrastructure of Cordar Macrophages in Spleens from Pauents with Idiopathic
: Thrombod vtopenic Purpura Yoshimi Yamashita
¢
;' 24




Plenary Session Ve September 7 (Fri
Rower AsB 9 0 12 00

Macrophages and Stimulus-Response Coupling

Presiding Ralph Sovderman and Kaora Onoue

T bransduction Mechamimmes ot Chemo- Attrgctant Receptors Ralph Sevderman
S The Role ot Proten Kingse Coan Stiminlus Response Couphing Kozo Kathuchy
1o The Noton ot Leakooytes Wartwig
4 Chemotaas of Macrophages Hideo Hayashi
5 Travisdon hion NMechanisms of bo Receptarns lav € U nheless

Rl”l”? A4 00 17 001

Symposium 14 September 7 (Frij ‘
Macrophages and Regulation of the Immune Response ‘

\

|

|

Charpersons Donald Cohen and M Nakano

1 The bnhanced Relegse of Intetleakims and Chemaotactc Cytokimes trom Rat Alveolar J’
NMacrophaees and T Lvmphooytes Stmolated with Dust Parnicles Yoichi Oghiso |
2 barly Cedlular Responses ta Concanavaling A an the Mouse Spleen ‘ 1
Kesuke Matsusaka . ‘
3 Suppressed bymphoayte Production by g Transplanted  Granuloaytoss Inducing
NMammany Caranoma i Mice MY Llee : /
4 xenogeneirc Cell Intergenon between Antigen-Spectfic Munine T Cells and Human !
Antigen Presenting Cells Kop Yabu , 1
5 b, Receptor-Mediated Regulation ot B Lymphodyte Response to Antigen 1
Marano b La Via
|
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Sept. 7 (ki)

Symposium 14 September 7 (Fn)
Rawvn B 14 00 17

Cell Lines. Markers and Differentiation of the Mononudear Phagocvte
Svstem

Charpersons Wallhlam S Walker and W TH Daerns

1 Ditterentation of Prothymoavtes Induced by Thymue Hormaone TP-1 or Trvpan
Fdwin H Byl
2 Bvpresaon ot A Nudeotidase Acinvy and Wheat Germ Agglatiun Binding i
NMononudtear Phavoovtes tom Bone Narrow Caltares I A Crnseld
3 solation of Functianaliy Distimnet Rat Macrophage subpopulations by Percoll Density
Gradients and Centrdupal frutniation Robert H ) Beelen
4 Chatacterizanon of Cell ines Derved tfrom Adult 1 Cell Leakemig and Eymphomag
AT Takayuhkt Harada
5 Producton of Human Monoavte Cell Fines by DNA Transtection
Y urukh o Nagaty
H  Establishment of Human Monoovte Cell Lines and Secretion ot interleakin
Abraham | Treses
T Immortalization of Mouse Bone Marrow Macrophages by Tramstection s Assocated
with Endogenous Growth factor Production Narshall 1) Sklar
Sympaosium 15: September 7 (Fri)
Room € (14 00 - 17 00y
Neoplasms of the Mononudlear Phagocyte System
Charpersons: H Wakdsa and George Lazar
1 Mult-Marker Analysis of Mabignant Fistiocytoss H Ramesaks
2 Rapnd Diagnosis for Malignant Histiocytosis by Butfy Coat Preparation, Bone Marrow
Asprration and Lymph Node Imprint Anong Pankyagum
26
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v NMabgnant Histiaavtosis in Childhood Therapestic Results of  Combination
Chemaotherapy Notike Eaaom

4 Charactenization ot Histioavtie Cellcom Mahenant Bibrous Fhistiooy tomas
Paul | N Roholl

S5 Immunohistolowical Analvais of Hodghin s Disease Naoyvoshe Mon

6 Chimcgland Histopathologcal Dhiveraty i Cataneous TCellLymphaoma identified by
NMonodonal Anttbody Stady Kowicht imbow

T Cavtochemucal and Ultrastractaral Features of Leakemic Cells i ANl and AMM ol
Tamotsu Mivazaki

B Pecaliar Cotoplasmue Inclusions i Acute Evmphoblastic Teukemig
Nobuo Takemorn

9 Dual Intecnion by HTEN and EBY in Human Lymphomas hosht Maruyama

Symposum 16: September 7 (Fri)
Roam [) 114 0n 1700,

Chemotaxs and Accumulation of Elements of the Mononuclear
Phagocyte System

Charpersons Gearge | Canaolo and T kambara

1 Human Monoovte Chemataus 3 Popalations Distingushed by Funciional and Flow
Crytometne Analysis tdward | Leonard

Dibuty il CAMP Induced Expression of €59 Receptorns on 0937 Cells
Dennn Chenoweth

(39

1 A Chemotachic Factor tor Macrophages Produced in vivo Tetsu Kawague
4 The Htect of 1TB. on Maonodyte ( hemotaxis Masako Katoh

5 tect of tMet-leu-Phe  and  Autologous Plasma on Adhesion of Human
Polymorphonudlear Leukooyies Tatsuichiro Sakatan:
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Poster Sesson 1) September 7 (Fni)
Reowirr f 17 00 18 (Xh

Chuarpersons E Roos S Shicakawa and T Mivazaks

T Autoiogous Bone Marrow Transplantation in a Patient with Lymphoma Type Adult |

Celi Teukenuag NOTHO Ao

S ANtkery against the Inducer tor the [itterentiation of Human Leukenmue Cells 1o
NMonooyte Mactophages IW  Chigo

3 Ranotvpe Bvolunon ot the Transtormed B-Uyviiphoovtes with A i 14,
Shirau Fukihara

&

Mactophages Induced trom Pamary Cultured Myelond Leakemig Cells

henvic hiroy Hino

5 Improved RES Function, Hepatic Cellular Fnergy Metabobism and Survival with ATP-
MpC Folowng Masanve Hepatectomy Among Curhotic Rats

Hiroyuht Hirasawa

6 Induction by Monokineos of Pitterentignion of Human Styelogenoos Leuhemig Cell
Lines Sanju wamoto

The Reticuloendothelial Ssatem ot the Spleen i diopathne Portal Hy pertension and
splenomegalic Liver Cirhosis Ryuichy Kaminvgma

8 Cell Surtace Phenotypes m Human Cell Dines of Malignant Lymphomas \
Taiyp Katoh

9 The ttect of Dazepam on 12-0-Tetradecanov! Phorbol 13- Acetate (TPA-Induce d
Diterentration of HE-60 Cells KNazuo Muron
e
10 Benefial Tttect of a Streptococcal Prepatation 1OR-4320 on RES Tunction and
Sutsivgl in Citthotic Septic Rats S kobavash
11 Immunological Charactenizatnon in an Adult Patient with Chronic EBV Intection
Progressing to Malignant Lymphoma Shigeru Shirakawa
12 Immunohistochemical - Analysis of  Malignant  Lymphomas with - Monodlonal . :
Antubodies Atsuyo Mikata "
b
. t
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16

1

19

Marker Protibe and Cyvtokme Production by Sew Non-Dymphold Cell Line (HDESM T
toDernved trom Hodehan « Disease jun Minowada

Ensavme Cotochenncal and immuanooytochemical Studies on Macrophage -Lineage

Celt Lanes Decned trom Human Malignant Tymphomas Shigery Morithawag
Sew  Monoate Teokemug fines dJoske and Joskst - Eagblishment and
C haractensation Masatsugu Ohta

Immunohitochenucally Investigations of Sott Tissue Tumaors, Espedially Mahgnant
Fibrous Pistiooy tomas Paul | M Roholl

Invasi eness and NMetastatic Potential of T-Cell Hybriidomas ' Roos

Ultrastructaral Observations on Pagetord Reticulosis Foliowed tor 12 Years

Yoshikaddo Sakazaki

Development of Expenmental Hepatitis and functiion of the RES S Sasou
Fectn-Hindmyg i Mabgnant Lymphomas b Sato
Immunoclectron Sicroscopie Studies on Histiovtosis-X Cells Lang Several
Monoddonal Antibodies Mikihiro Shamoto
Adult T-Cell Leukema Lvmphoma on the Fast Coast of ki Perinsula in Japan
Tohru Kobayashr
An Autopsy Cave of IRA Mualuple Myeloma Assocated with Immunoglobulin
Storage Histiocvtosis and Amyloidoss Rivoshi Takatsuha
On the Actiaty of Phagoavtoss ot Lymphooyne Cells Takaaht L eda
An Hectronmucroscopic and Raryometnic Study on Non-Hodgkin's Lymphoma with

Specal Reference 10 Nudedr frregulanty Yoshivuhkt U vesaka
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$1-1 J

T PEREOTLOOF THE VARIOUS AGENTS ONCTHE (UL TURED wUPFFER CRULS !

{

wOTRL e o A AN RNDGI T T TR T AARA HTRON T 1 ARE WM TAN Y AWA ‘

T TN TRTERNAC ML NG, KURLME ONDVERSTTY SOH00U OF MELITINE, «URIME, JADLN 1
Maotertalis o ang metnods

Tree coaTated vat cupfter ells prepared by pronase diaestion and centrifycation witn

e dens1t, gradtents were cultured for M4 hours in vitro, The cultured rupffer

s were ancghated in the medium containing cytochalasin @, colchicine, storeito-
a’ vrepacation S cA g fge) 3Giucan PG, and ethanol,  The endocystis function

Wi. #adTINe T with thie formalin-f1eed rat orv{hr0c¥§?§, Tatex particles b dum, 2. um,

o ttgmeter and radinactive (olloidal particles b ToPYER, The effects af the

LAt oLs aagents 0 the enda. ytosts of the cultured bupffer celly, were determined by

tre Vtant & dectenr oy rpso pies and the radivactivity measurement,

Tte

4N

vl i take cf dnreatanodiaed rat RES oar lates sarticles of L 8um into the kupffer
TS wds 1AMk tet oy ol maine or cstachalasin B treatment which reduced the
cumber ot the pseadoradia of the rupffer cells, M o437 or SPL o treatment whioh
orggsed the nyther ¢ the rseydapodia of the rupfter cells stimulated tne uptake
Coentiai L ctnang! reduced the u tare 0f later particles of O, 2um,

e ius Y ons

W et gt e qaert oWk kbt the func tigo af tne o ytoskeletors in the
vl e el ey ed fhe wrdoc, e ats g0 the fooretan matertals, the tmmygne-
CEYTLIAtir s 0 reshed the endoo o5 0t them,

$1-2

PRENETYR DO G ARALTER DZAT TN UF GAMMAL INTERFERUN-TNDUCED HUMAN MONOCYTE POLYEKARYONS
MiL LB WLINBERG, MOAL MISLKONIS, MM, HOBBS. VA and Duke, Durham, NC 27705.
we have previously deronstrated that highly purified recombinant human qamma
interferon (1FN- ) causes normal human peripheral blood monocytes to fuse and form
M. These MP, whith resemble those seen in vivo in patients with gramylomatous
diseases, formeg over a 36 to 72 hour period in cultures with 10t autologous, un- }
reated serum.  The MP were 28 to 1000 microns in diameter and contained 2 to 150
ruclei, MP with a fusion index of 49 to 70:. The peak effects were seen at doses of
36 100 units/rl (Gl to 0.5nM). The [FN- effect was abolished by treatment at
46 C for 4 hours pn 2 for 3 hours, or with mouse monoclonal anti IFN-. antibody.
Ay deterrined by autoradiography, the MP did not incorporate tritiated thymidine
1nto thevr nucler.,  The MP contained nonspectific esterase and tartrate-resistant /
ac1d phosphatase. Various preparations of recombinant and natural alpha and beta
interferons d1d not cause the MP formation. Populations of IFN-.-treated monocytes
had increased levels of acid phosphatase, plasminogen activator, and H-0. production
n response to phorbol myristate acetate. However, when assessed on an individual
cell basrs, the MP reduced little or no NBT, while the uninuclear monocytes reduced
large amounts. The MP phagocytized tatex spheres normally, but there was diminished
uhagolytosis of antibody-coated sheep erythrocytes. The uninuclear monocytes con- )
tained antigens recoqnized by the monoclonal antibodies LeuM3 {antimonocyte), 9E1 3
‘anti HL-60), lysozyme, and TES {thymic macrophage). The MP had normal lysozyme,
but there was no or very little LeuM3, 9£1, and TES in these MP. Thus, IFN-, in-

duces MP formation by fusion of blood monocytes, and the MP are phenotypically
different than the monocytes.
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- T PNPRESSTON OF PG RECEFPTOR ON MO SE DUNG MACKOPEAGE  BY JYMPe o 1N
C AR VAW L Dk LALAL A S B T B TN T B O SRS RS A A A ) Cone i,
[T i .
abrice deratoeal resldent macrepnaves (PRMO or peptone-taduoe! perftonea;

. T A L A e I RPN L IR I CUIE A P
ce . S U RS ST Yl date [ SO i‘:'-" St s 0 My g I
HEDRTR TS R T A Sreat oot LM o with indemechacin (10 My odid ot ot eoon o
[ I A BN R M oohtadnes trom Blocfrtected moe oor M treater dn ovitroe

-t : A re sy ernatant ot normal s leen cells dncubated wito Lo sl ton A
tooeoar s 0 e L davs ouid resposs to obPs ) and hecame ovr oot The 3 1
ot e b e Ivmpherines crk)-rtch o saperaatant was tried tooseparate by osepha v
e o atoprarhy, and thev were dietribated inoa broad ranpe o mole agar
weowy e tror b gt Wiy e v T g nrpes,comd iy T the 1o tiona possessing
.o N M owere Insersttice e direct toxic ity ot TIPS, Wb il
NI R R e COPRM 0 M o e wtarned o wiith P00
P I N A R 1M wete stagfned,  Howewer  aboat w07 st M treator witn L
] oM o tained frem BoG-istected mfoe ould Miad FLi-is, These res it
Lottt the antespensivencss ot DM ota o t{hatdons ter tamor ovtotoxlofey Gy DN
ot et the Lok or very Jow expression ot DPN reveptor o on o thedr el
H [ ot LM ocreqted @it DK fn sty ot M fron BeGeiitected e evpress
FE T T o T A I TR P L L R o S R Cednst tarer
1
S1-4
AR ' Lowe [y .- e
AW, PN han, L R Crt , e e .
ol L v, L Py i . ."‘ [N
‘e ' o I T . ot e e [ 0y P S
H 't [ LI e, K L oo ' {:, « 1 Tty e . iy T
oot L ke Pt T et e, oo Do i lAan \ oo
. : e (R Lot Lt W My g et U o HO L O
. ‘ Cy I LR AL HEL I S A { LA ' . PR N A
B s P T R S L T L [EE R P S A RS A O A AN A 1
« . Ct e gt [ PEEECTS SI X TR [ U S e rot,
. ‘ v P 1t e g LR * ot i i wa Gt
eotee e ot e gt FEATEE S S S S A Wt e e ) iy m g
M St LN oo are! 4Ly oot LA LS A [N T Lt
[ A it R P L YA A A LA AU O SUREY SRS A 200 AT
L T L AN Ve ptionplo ryaate b g v i e el G were et L Ly
Cat e bt gyt Tt e arta e bt peant 2 Yidee o Do e
o Pttt w Lt e Lt T phaagde st ot e P phoagde -y Pt o e
R N .
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SLLLCTIVE TUMOR CHLD LYSTS BY NON-SPEUCTFICALLY ACTIVATED MACROPHAGES D RIVED FROM
LONG- TERM BONE MARROW CULTURES. J. LOEWENGTLIN, R. GALLILY. The Lautenberg Center
for General and Tumor Immunology, The Hebrew University-iadassah “edical School,
Jerusalem, lsrael.

it has been well documented that most neoplastic cells are lysed by non-specificallv
activated macrophages. Resident or elicited peritoneal macrophages are most commonly
applied, however, these celi populations are heterogeneous and may displav lvsis in
absence of activating agents. Pure macrophage populations with potential cytolvtic
actyvity may be obtained from 1-. week-old in vitro cultures of murine bone marrow
(8M) explants. We investigated the capability of macrophages derived fror long-term
#M cell cultures to lyse 3-TJR prelsbeled murine target cells, comparing the results
to those yielded by thioglycollate-elicited peritoneal macrophages and }-2 week-old
BM-derived macrophages. At all stages of long-term development, BM-derived macrophages
had to be activated uv LPy, Uon A-induced lymphokines, M. orale sy synergistically act-

ing combinations uf these agents, to lyse Ay fibrosdrcoma cells. Uptimal cvtolysis
was obsefved 7. hr after initiation of the experiment at E T ratios of 101 and higher
with macrophages present in a monolaver. The selectivity of killing various target
cells was samilar for Jifferent types of macrophages. Thus, all macrophages did lvse
most tumor cells, but not normal fibroblasts. None of the macrophage populations
could kill the MIU9 adenvcarcinoma, whereas the Blo melinoma was lysed by BM-der..ed
macrophages only. Our results demonstrate that macrophages derived from long-term BM
cell cultures are a reliable source of effector cells i1n the study of macrophage-medl-
ated non-specific tumor cell lvsas.

st1.6

SOORETEUTUR MG AT O ANG T L0 AT VT T b DOREINE DU MONARY AL VEOL AR MACRO-
freab o rann o v amoand Robert Hothlein. umiversity of cealth ciences/The Thicaqo
Modreal aHbuT,’Hnr’h_}ﬂ3lﬁﬁb.-77'-6 W

Mechanise ¢ fc receptor CFeR -derentent gctivation ot norcine pyimonary alveolar
mAcraphanes LAV 1or (ytotor 1Tty hAas been trvestigated . [t was ‘ound that PAM,
which were caposed to 1rmoby 1 zed 1romune combleces 110 or immune complexes (0 in
Lantension o contanction with cytochalasin B, hecame nonspecifically cytotoxic to ‘
camor and aatolonous ved blood cell targets 1a an T -hy Tr-reledse assdy. whereas
AV that were eapased to only (0 1R Susbenston were not nonspecifically cytotoxic,
Parthermore, 0t was fognd that PAM were not abile to 1nternalize their [ -bound F¢R
when the |7 were 1epolitltzed or when Cpt0nalasin 4 was present 1n the assay. Also,
wie found that the Tyt mechanism dnvolved In the nonspecttic cytotoicity aenerated )
Py W17 o DT 0 suspehston In oconjynction 41th cytochalasin B was peroside-devendent
whereas tre 100 mechantsm an conventional antibody-dependent cellylar cytotosicity
by VAM wis seroside-independent.  In addition, 1t was found that PAM exposed to [[€
Leerete mare prostaalandin £ PGE - than PAM exposed to 10 in suspension, Furthermore,
tt was tound that precylturing PAM with 1ndomethacin at doses which inhibited a))
b secretion, nad no anhibitory effect on [1(-dependent nonspecific cytotoxicity,
while hydrocortisone, which was much less potent inhibitor of PGE secretion, yreatly
ineatated 10 -dependent nonspecific (ytotoxicity, These data indicate that PGE secre-
tion and Cytutunrarty medrated by modulation of FcR are independent functions of PAM,
[t vy pos atle that either one Or both of these macrophage functions contributes to

nv vathogenesty of tis jurte » inflammatory auto-immune diseases.
’ upported tn part by '!PD" Gronl ?A ‘gxk
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GO e RATTERGL T UTIMULATE PRAGDOYTE  uRE R OE oy R RATIGN 1Y
Bl 0Tl T T e i b M P MENT ACTEYAT S N N TR T et SRR L
oo SALE e L NELTON L AND B R ANDEALE N e ot ot Ty gt
. VT S
-, ot ot it aee T LA athoaren that s e tedt gt e bt -
vt . T v te cactophane MO e e et M e ae s apharen!
. [P Troteat aden ot deprony cAuse . Mo Tl ae it ."»l"i coalno
L e e A ns D wh o Pntrace T hiuiar pathe gece e b et de s ot e e et
weUr il 3. v ide cesiatance ot ey P T X SR L SRR B A 1
T Tt et ant anictayln wi th o Tenran, a5y ear f L o al g Lt el
e -owe Mave reported that Moodeprae facied to ot hate e bae Mo eMBL g g0
e T Lt e o any chedar inencence. I Aadd b g ML e prar A MUM g a0t St s
Vvoe oo Ao L tropi L Gnn. L te e T ne M x;‘;.cy-)-rwjv A Sy aeae s at oo At b
Cec vt et aation op o D001 B contrast, Mooy s bUS bt 1% st slated o
e . LR release e it e o . . .o (RN TEENITEN
Cy : A lanlate of ML taberculonin alan £ Tt Gt o ate K N P T
cate oty Lot MEM gy Mo Teprae v pbaten vl g ser o N s hied
e St phaand gten cauned an gt 20 epdeane, Recaati, 0§ careers e
NI R INFTIRENLTE SRR A A lerae, MM A M o €« At s, o mannan o, and tagbe s
* St et LAty e g ""i":'.’»; S T TS DY S oo, partcest sera 3075, 0 meve
e SE DT e WS and e ater thae 00 n patiert Geragl Ser g
Sret e Lt HET ety pd oreleane by alt o theee cell o tyres . C0dy WIS 0 the Tiyan-
e A tentet o grneate 0 U cate Loand tao o b ate s nangy b e ); Gereration,
$1-8
Sl oRE OTTAT R welr nd D TR NA L PReD C D oty TR S T MULATE D AT 0 AT RPN
T MoOSTRMELIN, KL DECPER.  Bio hemisohes fnstitut, "miversitit Freshurg,

cermannoierder=Stro C 0 D-JHOD Freshury, Federal Republits of Germany.

Priars aatures ooty i

vV gntter il released
products manndy prostagiandin Boo PoEs ) oap to IR ped ot e s atter Voo b challenae
wit lipopolvsaccharide (Lt or 30 man stimuiation with phagoovtosable materiatl,

Yesides other Cvel oxveeniase

e rvmeesan, Atter phagodovtosis arachidonte goad metaholites of the lipoxveenase
vt tway were als s detested by HPLO and HPTLO, tereby maanly leukaotriene U, (LTCYL) .
Coothe presence o0 10 M ot the fipoxyyenase pnhibitor sordinvdrovuataretic acid
WAL the LPS- and zvmosan-stimalated PGE ) release was abelished, when the liver
Lo plaves were ancutated with the leukotriene receptor antayonist FPL 55712, the
svmaesar cprovesed B svnthesis was depressed too 005 o 100 Cedls by 0,5 M ot the
et st, while 07 prodac tion, cwasured by chemi luminescence, was completely an-
anated by b0 M OFPLL Durang phasecvtosis in the presenve ot 10 M NDGA a 35T inhi-
1tion b chemtlumines o ence was observed., Unexpectedly, when exogenous LTA,, LTC, or
VI, was added to the Kuptfer cells oo stimmlatory ettect on PGE) release was tound,
also the zyvmosan-anduced PGE) svnthesis was not ant luenced by these mediators aof in-
Clarmation, The simultaneous addition of | nM LT, to phagocvtosing Kupfter cells,
nowever, decreased the stimilated PGE) production sipniticantly. A regulatory role
1 Liposvgenase products on the activated state ot liver macrophages is concluded.
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DISAPPEARANCE AND REAPPEARANCE OF RESIDFNT MALROPHAGES  IMPORTANCE [N L PARVYM
INDUCED  TUMORICIDAL. ACTIVITY, S. HASKILL, S. BECKFER. i'miversity i N
Carolina, Chapel Hill, NU 7514,

We have used tlow cviometrv to investigate the n vive (ontrabation o
resident macrophages in  the reaponse to (. Parvum. Na.r»ﬁhngwu were labelled
in si1tu with blue fluorescent (ovaspheres 72 hours prior to mtimuiation Wit 1
FITC conjugsted (. Parvum. Reaident macrophages Jisappeared witnin 5 onours i
administration of the hacteria. At 2w hours, fluores ent tivrinoas  athesions

were obsetved at numeroum  sitemn 10 the petitonenm, thear (ontaine ] ma. rophages
which were now larger in size than regident celle and  coantaraed  bSotn W ge
spheres and fluorescent hbacterria. In addition, there wers BITL. S SRR
bacteria-containing granulocvtes. The reatdent (elle  assoiiated witn  large
numbers ot bacteria and levels ot beads similar to contro.  animals {14 not
reappear 1n signiticant numbers unti1l 2 hours. ., Parvum induced cviotoxicoity
vas modestly enhanced 1n the macrophages which had alto received spheres, but
control macrophages given onlyv  spheres were not cvtotaxio. Flow ovtametr.
analveis of the fibrinolvtic potential of the reemeryging celin 1andicated rnat
plasminogen activator-like activity was markedly elevated. Thus, reasdent oeils
disappear apparently 10 & coagulation dependent reaction and reappear 48
cvtotoxic macrophages when fibrinolvtic activity develops suttioaently  to
permit their emergence from the fibrinaus adhestions,

$2-2

ENDOTOXIN INDUCED MONDCYTE /MACWORRAGE BROCCRGITANY ACT [y Ty 1N Tl WAT Db Tt '
COLLARORATING T-LYMPHNOYTLG - Pater A, Lando art Thomas S, fdgingtor, Nepartmect of

Immunology, Vesearch Instifu¥e of Scripps [Tinic, 1a Jolla, (A Q07

The lymphoid S{S‘LPN of a number of species responds to bactertal erdotogxin [P0

wherein cells of the wvno(‘ytpfma(r(,)phdqe Tinpage are rapidly induced via collahery.

tive 7-1¥mphr)c tes to ntfiafe the extrinsic cnaqulation protease pathway., ¢ has

heen claimed that this response, hasic to the Schwartzmann reaction, 1s Tacking in

rats., We hdvff examined this 1n Fischer 344, BN and lewis rats, Wher periphera!

hlood mononuclear cells (PRM) were stimulated in vitro with [PS a "’Q"" 18 houred

proc a?¥1ant (PCA) response was observed, as based on acceleration of clotting of

recalcified human or rat Yplatelet poor plasma. PCA was not physically dissocrated

from viahle PBM by &mM [DTA, consistent with an intringic plasma mejbrine initiator
molecule rather tRhan calcium bound gamma carboxylated glutamic acid [GLAY containirg ) |
proteases. The tnduction of monocyte PCA wascprevented by cycloheximide and actino-

M§Cin n 1mp11cating new gene transcription and protein biosynthesis, Cxltiva?ion of

PBM with warfarin Oor vitamin ¥ did not affect the endotoxin induced PCA, indirating

th$ activitx not to be attributable to GLA containing proteins, No inhihitine o

cellular PCR was produced by sertine protease inhibitors, but with HqCls, a cystetn

rotease fnhiditor, the PCK was aboliched. The induced rat PCA was ;egenégnt on .

actor X sinc? inhibition of the PCA was produced by a rabbit anti-rat Factor Y anti.

bggy. Isolation of monocytes and T-lymphocytes from [ PS stimulated PRM revealed the ! e

PCA" to be expressed by monocyte gopulations. when isolated rat T-lymphocytes and )
monocytes were separately exposed to LPS, PCA was not induced, When the cells were
combined, however, LPS induced PCA was %ﬁserved, consistent with a4 r 1uv‘rement for
ellular collaboration between T-lymphocytes and ronocytes {in this response,
upported by NC! grant CA-28166,
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GM-CSA PRODUCTION BY HUMAN MONOCYTE SUBSETS. J.R. ZUCALI, M.A.GROSS, R.S. WEINER.

tiniversity of Flarida, Gatnesville, FL 32605,
Human peripheral hlood monocvtes (PBM) have been implicated in a variety of
mmynologica’l and hematopoietic responses. lising elutriation centrifugation and
Fercall gradient centrifugation, we have recently obtained two purified subpogu-
Yatione cf PBM which differ in <ize. The small monocytes (modal volume 354 u”) 3
vepresent about 303 of the PBM; the larqer monncyte population {moda! valume 380 u”)
The larger monocyte population contains 90% QKM1, Leu3, esterase
pecitive cells while the ceparated smaller monocyte population is made yp of 60-70%
OKM1, feur, esterase positive cells, [n the present <study, we compared both PMB
subprpulations with unseparated monocytes for their ability to produce stimulators of
qranulocyte-macrophage colony forming cells (CFU-GM). Both unseparated PBM and the
separated monacyte populations were capable of producing granulocyte-macrophage
relony stimulating activity (GM-CSAY in a cell-dose dependent manner whether used as
& conditioned medium source or as an adherent underlayer in the agar colony assay.
Ta rule nut the effect of contaminating T lymphocytes, bath the stimulator
repultations and the target nonadherent human bone marrow cells were T-cell depleted
ry sheep red blood cell rosetting. The property of adherence was not essential for
GM-(SA praductror since ~timulatory aceivity could also be found in conditioned
medium nbtained from separated monocytes cultured in teflon bottles to prevent
adherence. Irn conclusiern, we have obtained two subpopulations of PBM based on size.
Both pepuiations, whether anherent or n suspension, are capable of produring GM-CSA
ard tra GMo S A groductinn appears te he T-cell independent,

represent the rest,
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- ' ! ! H Ao L, ot ine-en i t e
(. ot “d Cred Nearamindd o
ot H . te - ' ATt o, it an o b,
i - . v . ; 1) ' [ CUEE SUE SUENER SR N | frive
' . | ST S S PR SRS TR wele te s bors
L wl ! ' ' e [ RTINS | urtae rrtetdovitating o lis il
v PR [N R U S A S AR TS S SRR SN VE C S S S U S TR 1
L Y TR S BRI S o tende w re L il HLTA cosdtive in thedr vaeled
Py [ L Wi b OO EFS SP A T & ICE I SRR IO SRS S O I Moot ot the
VRO Ut e p e me e tonnnd pranunar attorned BOENA roaftive, The
cro il iy e oo F ot caniuiofor et Listioovt siss2 were HUOPNA positive
[P ST VI SN B B coen o that tanyerhians Celis pdent be o alae SUPNA positive., I
[ N T L S LT A O S, maldpnant tibrous Sistioovtosts and osteopeni. giant
L tame et R hvast st hve dn thedr vstoplaen, but Lhose ot Hodgletin's dlscase
ihese findings conciuded that

Ll tive e e st suttace and Gelyt o area.
tool tor detecting cells In macrophage-
Tovalization ot PNA
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UL NGRS T HETIC AL LOCALIZATION OF S 100 PROTEIN SUBUNITS IN THL
oot AN Ly ORE T UL AR SYSTEN T. AKAGE, K. TAKAHASHI, Y. OHTSUKI.

IEICICIPETIE SRS R ES S A TR RTRY ko b Medical Schoal ) Nankoka, koche, 781 51 Japan.
ot Do ateae whichy was sirevious!y thougbt to Hhe restercted to nervous tissues,
e faund o tanaerbans cells (1O and mterdicatating reticalum cells (1IDCH
LUt oy e aned piacrophades . S 100 protem as not o sinale proteimn, but g
St e 0t at Teast e simibar proteins . S Yoo, S o 1ooa, and S 100h 0 with a sub
[ B AR TR RENRTRE I, I Eoand @ respectively s However S 1a0ao protein s only
ENTETY erponent  ared antisera prepared with bovine hram S 100 practically react
G wth S T gt S Tra I thie prresent Sstudy o immunohistochemical locatiza
LI o Popratein gyt S o g protemn n human lymphaoreticular system was exa
P '

R N R R A A TR AR T S

vooantibody dhirected agamst each 2 subamit or @ subunit

ool N bt atean ammunior eac vty was detected o LC 0 1DC, and has
CUove o ox el LGt et s oeddimary macrophage s and biood monocvtes . S o 1o0ao
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§loape s e tne paze Uiy ansay (withoul Tiaation) detectoed about SO0 0f T jositive
T P bapie s Mewevor o wf e tmmunlsation with life MG the 1@mMUNOCy tochoenlstry
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COMPLEMENTARY RGLES OF KUPFFER CELLS (kC) AND LIVER ENDOTHELTAL CELLS (LEC) IN THE
ENDOCYTIL FUNCTION OF RES IN THE LIVER, B. SMEDSRQU, H. PERTOFT, T.C. LAURENT.
Department of Medirial and Physiological CThemistry, University of Uppsata, Tinmedical
center, Box 575, S-751 /3 ljppsala, Sweden.

Cells Tining the liver sinusoids constitute an 1mportant part of the total RES.
k{ has been considered to be the cell mainly concerned with the scavenger function
but recent work suggests that the LEC exhibits a siqnificant endocytic activity and
plays an important role in the RES of the liver. In order to study the functions of
each (11 separately we have developed a method to 1s50late and culture KC, LEC and
parenchymal cellc 'PLy from a single rat iiver, The cells are dispersed by collagenase
perfusion of tne Tiver, centrifuged n Percol IR and grown on different substrates,
WEICH yelds cel) cultures at Teast su-4h. pure. Endocytosts of particulate material
was folliwed by Phase (antrast oeruscopy and internalization of labelled soluble
Cigands Ly flusrescence microscopy or uptake of radinactivity, Particylate ligands,
el glutaraldehyde treated erythroc,tes or erythrocytes cuvered with I96 or C3b were
Tnaqouytesed excluavely by +o, although 19G-covered erythracytes also were bound to
the (Lo surface. o lable Thigands, rie. byaluronic acre, chondroitin sulphate and
choradros e c it e teoglyear, formglated serem altarie, Jvalbumin and 2 tissue

VALY e gt TRt Oy, ower e nternalaise s aet g Grade sl Ly it el y.o Mone St cne |l tnands
wds Tarer Lroln f L These shservatiuny gy, reflent g oqeresal roncanle on the alloee-
Courn ot furctry s che e gl e 0 e e gy e rer ot e for the uptake Sf
vartroL At YAt whers g b boowm Lt L Tty Ty
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o EULERURIN OAND BIRE ACTER ON OXYoOEN=DEPENDENT BACTEET DAL ACTIVEDY oF
AN e ML TRANALA L N0 NARACAWARA B TKEDAL Department of Jediatri
T, U Medic e, Veudhg tnijversity, bukuoka K10, lapan,
. (R S R to intectivn §s one of tihe most serious proynocstic factors
L Voot e et e perbaritrabinemia, ur previous atudy bas revealed tiat
Cotr oot e satfent with Y adidary atresia had an impaired intracellalar
. s o rddiin, g tivity, wiiich acvempanied with the decrease in 2eneration
N T wathent cbange in o myveloperoxidane (MPO) o tivicn in
Cr e sed U ettaots o bilfrabin and 1ile acids on 00 peneration,
. , R S R $ohuman Nt
coeratbon atdie e U b phertbod o evristate acetate was teasured by ocuperoxide
L P L S U nrome o oreduction at anbeSa amoat o 17" and the ovtolvsis
s ool G e ex usd b, MEC was reasured by o=diani<fdine metihod,
Ao ataon o gman NP o hre o with JoopY ot uncontucated bijfrubin in-
BT YRR costeoand dnhiitited 05 penerataien to o uuoda o0 00
) i . ctocentrely, i the cther hand, bile acids
Lo din e actdy plhcechenodecxyy el acid oand taure-
. . . “ Mredct oon the 907 peneration thoueh the [qtter two
. t U Vet enttat jor,, MEG ac b pvity was et attected
* ! i
Cote gt e ctedd ot Bidiratin but onot e actda mieht he the main
T P [ H Moven-dependent s teris didal oactivitye of NPs o in hvperbiltirubig-
S4-6
. : NN i VTR RS EO R GY GEN TN TERME DDA LTS o oY o toN e
: el T I R R SANTRARA, M MIVATA, V. AT, S HILY,
‘ o ‘. il Teve Fabustileg 9ea,
v o S W e v o RS e T e nararally o onod oad on thae i
. O el e it et anterrn dlates of oand ok were o alsoe
o . tr e Stotoxde e UEeEte o PMY s aesaved By tr releon e LATRTAIN
Ve . ! G canerexade diseatase o gvatalate, prostaplandin v
et e bWl ta PV nd Chiangie ot s vtetoxio bty ot YD o was evatuated, T
o : o baandang, and Vo were also measured. 50D At concentration o
y L capptess the Sieoantivdty ot both PMN and lvephocvtes aro to 0 ot
e St antreated celdas o tatalase at concentration ot 10007 1 saprre et
Ceata ot e e tivity 0 P bt not ot lvmphocytes, both Polboooand Poooo 0 il
PR v vty et hoth PYN and lTveiphooytes up to 30% ot the ortpinal o catue s
' Pt o ot L 00 o Q.0 e /ml. Pl e Pob o could alse sapress T
: ATV Gt concentration of 9 0 ml o up to 60T ot the oripinal valae 1o UV
vetoap e Lo 0T ot the ordpinal value fn lvmphocvtes,  ADCE activity o 2\
Sttadined trom todnt fluids of patlents sufterfay trom rheumatofd artaritis was
cimtdarly sappressed by both PGhy o and PGE2 at concentration of around o, lne ‘ml.
ytoduc tion ot PMN stanulated by the opsonized zvmosan was suppressed up to 507

IO
wan similarly suppressed by borh PO,
Guotilag/nl. 0t

of PMY through reduced product fon ot l‘; and 0,0,

and te DN Ly PGE; at concentration of 0,002ug/nml,
and PCE, np to 60 at

H,0

concentration
would be postulated that prostaglandins could suppress cvtotoxfoity

s production ot PMN
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Neb EWY D SMETHTIONYLD -LE UYL -PHENY L AL ANINE S INDHCEL SUPEROXIDE RELE ASE OF
AL TTUM-DERIFTED BUMAN NEUTE PHILS . M ONAKAGAWARA, K. TAKEGHIGE | i, 1IMIMCT
Ly LHITAK: L UMINAKAMI . Departmenta of Anrn'hﬂslnl«»gv and Hxnr.homunry.
vyushy Unaversity Yool of Medicaine, Higashi-Ka, Fubuoka, A1, Japan

The superoxide-release and *he change in the intracellular free cairium
cornocrs wtamatiorn with N-torrylomettaonyl-leucyli-phenylalanine were
ntadied o human neutrophals deprived of divalent cationg by treatment of
fre el owith oan inncphore A231R7 n the presence of ethyleneygiveal-bin-0t -
atLnoethyietyer N N -retraacetic acid. The deplieted cellia showed no
reireane ol o syperaxide on st omasation with the chemotact o peptide whien
Aicanet ot were abgent in the median but the activity wias completely
reccvered when *he  elia were preincutated with ca.ciaur for at jeast 3 mn
tetore 2o stimulation, The recovery witt caloium 190 was dependent on the
Time of the widition relative to the *ire ot the st culatian with the
peptide. a =srultanecus addition of bet?r calojum and the peptite elicyted
atv e nalf of trhe full activity, while no re eane was nhxerye | whern calolur
witn added Jater tharn O osin o atter the stiryiation with the peptide, thoughk a
narrved eievation ol arntracellular free caicius moragtored by Juin- O
flurrescerce was found, Comparis o of *he *yme—caurnes of the superoxide-
releave ard the charge an g -0 i resoerce sopeeyt that bealdes the
cLedntion o che intracellalar free L qlc b, ow frannsert react o which s
acst jependent on o calstur tn regnieed ftor the 511 antictann aof Che

Superox, te=r et Ly oan tov oty

S4-8

FNHANCEMENT O r)XYCPN CONSUMPT /N OF NEUTROPHILS BY VANADATE.
Y. OZAKI, 5, KUME, T. OHASHI. First Dpt. of Int. Med., Faculty of
Medicine JT"mversxt» of Tokyo, 7-3-1 Hongo, Bunkyo-ku, Tokyo
The eftect of vanadate, known to inhibit Ca-ATPase, was evaluated
o oxygen  consumption  amd  oxygen radical production of human
neutrophils.  Neutrophils from healthy donors were collected by
dextran sedimentation amd lPicoll-Conray yradient centrifugation.
Oxygen consumption was measured with a Clark type oxygen electrode
from  Yellow Springs Instrument, Inc. Superoxide production (0)) was
measured by the cytochrome ¢ method, and hydrogen peroxide (H,07) was
measured, using the homovanillic acid fluorometeric assay. yren
consumption of neutrophils induced by fMLP, a chemotactic peptide,
and by PMA, a tumor promotor, was increased by 200 % and 25 %,
respectively, in the presence of 1 mM vanadate, whereas
AZ3187-induced oxygen consumption was nut enhanced by vanadate. O.
production by those stimulators were inhibited by vanadate in
dose-dependent manner. production by fMLP was unchanged by i
vanadate, bt A23187- iretboBd” 1O prodcution was inhibited by
vanadate. These observations s&?éesl that the metabolic changes !
caused by these stimulators are ditferent from one another and that :
vanadate may stimulate the production of certain oxygen radicals H
other than 0, and H,0,. i
{
i
{




Pl
s T T e AV DA W ) ENYME S TN DR IMERT A UM
. oo aR e o e M e D NG Py g BRMA L L labkon
Iy e Tt e o eer 1ty o Dednd, ety 11007, Tetig
R T A Ay Yt res 0 actryated alveolar laeropna e were Corareed] ettt
o e e ool rclanes v pudmorary tuberc Llun s to deten e
e D ot e e St o ant 1t hereL s deterce, e BNyt eapec terd g0t
Ve oot hercde tacrihy were Statied; Nvedoetyi b osaminidane ) degala -
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T A N
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Sl e e Ty e 1ty Cwo o datieqor i those onntatning < ooand tnane
M T et ot eng gt cuntent Ot these celly wdo catequrized
S e e Tt e hser et that el contatnang - tran S5 baciilicell
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IMMUNOLOGICAL CONSEQUENCES OF HOST-PARASITE MEMBRANE INTERACTIONS IN
HUMAN FALCIPARUM MALARIA, .t.)ckenhouse, M,].,Stewart, 5.5chulman,

.. hear, Y “edl1-~a]l Tenter, WY, : 2

T The remirane interacticn of human mononuclear phagocytes ani
erythrocytes (ntected with the malaria parasite.Plasmodium falciparum,
“an atydred, “ytuadtherence of parasitized erythrocytes to moncCcytes was
“tserved, anl the i1nteracticon occured via red cell membrane protrusions
calle} wnrts. This antitody-independent cytoadherence was specific
sin~e neitrter aninfected erythrocytes nor a knobless clone of
;arasitired erythrocvtes bound to the meonocytes. Trg'psinization of K+
iarasites aroclisned btinding., ZTytoadherence of K+ parasitized
erythrocytes triagered a respiratory burst in monocytes and ¥ - "
interferun activated human macrophages as revealed by
~hemri1luriinescence, nitroblue tetrazolium reduction, and the electron
microuscupic cytachemical lccalization of reactive oxygen speices at the
runction <f juxtaposed membranes of parasitized erythrocytes and

eftectcr cells, Flectron microscopy revealed that the consequences of :
this interaction resulted in deqenerating intraerythrocytic parasites :
with the concurrent loss of knob structure. Evidence for oxyjen- i
1ndependent parasiticidal factors in the inhibition of parasite .
multiplication was obtained by co-culturing oxidatively deficient § - é
interferon activated macrophages with the parasites, We postulate that p
the interaction of parasite-derived erythrocytic membrane determinants

with host effector cells results in the release of cytotoxic molecules

and may partially account for immunity to malaria, {
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. UOTHE TATEN DARTICLE S BY THE OPNDCTHETIAT AND PRI PERYERE CFDD s Ih THE
E N A N, FL.WAKE . Department ot Anatoen., Faeafte oM e,
. Yoo dorental Traversite, Yashira, Bunkyvo-kyg, Tokve 11T Tapan,
o crngecddal endethe tial o and Kaptfer ceils o0 the T{ver comsttoate o a o part oot

corcraonteendothel ol svatem, having ability to take up varions substanoes,  In

cella, Bowevier, the swirze o inyested latex nartio les i Timited

'

cive aund Doy am o din o vitro o P Praanfav-van Dalen et gl 80,

Gr hecrvatfon, e Tatex sartic e ot 03 0 ddh and 0 pm i diameters
'

endoatbhelral celta ) wher the Yuver was pertused with oxveenated

cheo s et tate s Trrakes o the particles were chiserved at o the lurinal
T : Deripart oooroat ¢t thich porttons of the endathel{al cells,
B AN T tas i the nancent phagonomes wore caovered with Laree par hes ot
RN vt i at, Atter 1 oy the phapocomes tnsed with Tveosomnes, The ella
. T Gited an the peripheral ocone o1 the hepatic 1obules sh nwed active
o ! RSN The nusher ot the dnyested partfcles in the endothelial
4

Terw than that tn the ¥upftfer vella,  In vive vxiteriments,

Tatex et fen was ohaerved in o the endothelial cells,  While in

H er colisy partacdes were incerporated By the rattle membranes or sank
Lt vt Pasm withont the Tarpe patches ot the bristle coat in the herfusfon
WeLLas I Vive L, a v lade thar ot cinnaoidal endothie{al cells are
. PR R ot taten vt e bn e st tused Tpver, bat e
[ A e : AEVE S TSIV S SRR ST S AU S SR RIS S T
Pl.4
PeAY T MaboPEAC S TATED R TR RRY IR R A o e s T T ETE A KA, FoLe NGO,

VLYAYLASEL LA,

Yarapne b

i
Yomaguohi T oave
i

ot Y

g -

i

Tobu A, MUTREARASHD, NUMATSUMUTO L brrot Departrmert ol Patts lopw,

Priverceity Sobact G Medii o, ced the tebc b ot AT Bealth Sodorces,

reity, Phe, TS5, Tapan.
browe that foorn macropbopes O foary co Tl trequertlvoappear o
'

the teticoloordottelin] oo ter D vartone vinds ot pathe ot conditiens, Trothis

study ot gy

Crperimettall

rent rartes 1

(E

4

FERIEI N SR 02 18 S

tre toerr o tbor

Ciroasscciated with o accvictated crvthrophagoo vt sfe were
froduced 10 rice by suboutaneens intection ot rutine red el
torldelvde-treanted ted Cells, and time course clboorvattons were
to o cdectror miorese By o with special teterence to o the mecharism tor

t o ary el ln, Pollowing trrectfon o8 rod cell meebrianes,

frrrvaciny tutlere ot tegry cells wore induced fe the subiutarecus tissue, and

ot ot ther

Streated red

L

Q¢

ttaiped syeldnlike matersals fr thedr cotoplasm, The plutaraldobada
Pin were alao phagedytesed by the macrophages, in which ergulted

red celir o were subsequently fragmented fnto small spherules with dnoreased

density. As antraceliular dipention pregressed, these spherules showed Toss ot
hemepliobtn contont that was replaced by tine granuiar tlecoulent matertal. At this
stage, suclh tuacrephagers revealed toamy appearance in lLight microscopy, We concdlude

. —
-
- 7
Z r
d . .

ttat the tncreased red cell destructuion in the reticuloendethelial syvstem {s one

1 [hll‘u-)wgh

tates in which foamy celln are tormed.
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et el ar e Tom mode cases are stentpOred ander the electron
Yoee ety o esees sarroaadsn s retsoalar tihers wath oelastye ihere,
cot Coarye bases ot e paodiah o nerav ke vl comnann b IS s e i
oot e rat pabiced mast o cebbs ot derranalate oo the noplateal Iveph oaode,

Aactivedy cansy released mast o cell eranales whioh showed

cltbe took IH
vt by ol dine Blage <tarn oon the encn-enhedde b semrthan seorons

N the spnus Ll ao ]"1.“? vty et

released mast o cell sranaies, but larver
wamber tovranades were found an o retionlar cells than o macrovhaces, In order to
toliow the tate of the taben-up cranales~, the actd phosphatase activity was Jdetected
homanror aees and retionlar cells by o the method ot the omort ander the clectron
Civrescore  The gond phosphatase activity was Jemonstrated at the taken-up mast (ell
vratles e macrophaves, thouyh no activity of thas encvme was detected 1n those
ety dlar celis, Thirs means that phagolveosomes are tormed ant mast cell granules
are dagosted an macrophayes bot not an reticular cells The commiex of heparin

and protamin was also taken ap by hoth reticular cells and macronhaves, and the
activities ot aoad phosphatase were demonstrated at the site of the complex in

Both tvpes of cells, Therefore 1t 1« suveested that reticanlar cells in lvmph node
spnuses tadbe apoant bipest foregin substances in lvsosomes as macrovhages, bhut Jdo
not digest thelr own mast cell granules
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Phagosome-t ysosome fusion in human macrophages’ first encounter with M. leprae.
CoM] enllart, TN Gardner,  Chiang Mai/lllinoic | eprosy Sesearch Prﬁan;. Thianqg
Mac o Thastare o oand lniveraity of dHona Yong, Hong Yono,

w have examined the initial interaction hetween monacyte-derived macrophages
M Tarrae n yrben st detarmine whether phagnaome-Tysasome fysion (PLF) e
wteomylated or 14 inhihited, as occurs with some other intrarellylar nathogens. M.
Liv s an were ttasned diractly from <kin hiopsies nf artive, yntreated Yeproma®ays
TR o, patiente stored at 497 and usen within 30 days, Periphera! blond mana-

Yo troem o sea ey ran-tenrasy-expogsed ynlynteers wore nphtained hy anherence tn
Gtacn ant cyltyree an medigm with 200 autnlogous plasma, The cells were lahellnd
ATt derpitar e the drd tay n yiirn' and M{ 1§pfqn were ynnctated on Nay 4,

1N were pxamined tra-stregctyrally 3 and & days after inoculatinn ta determine
.o frelimanar, rec e chow ferritin in 156 0f 172 nhagosnmes indicating nkano-
come-Tynosome fusainn e AT of anstancec follnwing phaqocytosis of M, leprae,  The
e Ty sbepryert et ahangalycasemes ysgally chowet yidence ff damage | nosqitly
A A res, 1t 0f Yyongoma' erzeme artivity,  Since PLE oes not appear to he inhihited

y ML derran fhe ceteacettolar Crytval and arawth o thpop crgariocmg annpare to he
ot reaagtanee of therr vatal functinng to lyonsnmal enzymes and other tnaxic
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s PHAGOCY TS TE 0 POLYMORPHON TCLEAR

TP AL g
PEOBY VIPORFUSCOREIN LIRERATION FROM PHAGHCYTYZED BEADS
. . N * -

L T N U S PR el b, Dk oUW, Lt T S A

Cto L T et T A

AT O [N L e | S R T N N S A TR R FR AN SN P RO EA U B I SR AT DRI
e : P b \i_.:;.} Eoovoat b et S dnterngl Medroe,
s b sran s Terrr g Sara, Teoan,

tal geiae ereturodates CRBUS o rran Bhiono 1tiie sahoects were fabeled with To-addm
Vd L sated w TR Lo b treat iy them o with antr-in o seram s PeRBe oand then retarned to
)

tie o wabrec s owith o cronleidheled NM. o Ncethivimelormids treated BROS tor saimultane-

oomeasurement ot thaelr respectinve binetics an vive,

Despate ot CoRRCSY disooevtiy torm and normal restetance toosradient ooaolaraty by
Cotdoplanet centritusation, alteration of the antrasplenso binetics ot PeRRCs mang -
tested 4t f1rst an increase 1n the nrorortion ot ther to demonstrate b danamies,
which related proportionately to elevation of therr extraction ratio an the spleen,

Paght and scanning clectron microsconie mctares Jemonstrated entrapment an the
cord of DekBOS which had been iatfused antraarterialy pnst after removal and well per-
tus1on washing of the spleens trom cases of 1IP ar potrtal hvpertension, fhe micture
of DLRBC< phagocvtosed hy cordal macrophages was observed on kM an the spleen, 1nto
which D=RBCs had heen intused two hoars prior to removal,  The prcture of D-RBC in
transit through the ~inous wall an bilobed torm was more abundant than that of NEM-
RBU, which demonstrated reduced osmolar resistance and deformability,

I ffect of high dose intravenous gamma globulin, supposingly a hlocker of the macro-
phage te-receptor, was examined 1n 9 11P cases, 1n whom prolongation of platelet sur-
vival in postmedivation stage was associated with coincidental reduction of extrace
tion ratio of D-RBCs, The 1M picare ot the spleen removed in such stage demonstrated
a feature of predominant myelin-lihe residuals in degradation process of phagocvtosed
platelets 1n macronhayes suggesting recent suppression of accelerated phagocvtosis,

v . ” ‘_-L’-na'
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ihe retioalar cedls ot the Ivmph nade sinus an be datingaoshed trom

s e teophayes by thegr processes enclosing ety alaa fiber mtasngng o
iyl owth o the cunctional complex o at tne taoany plama meabrane. Soohd

Lo eroandio e accumulation ot Sran contasnane daryge denae rannies gn the
AN cub ot an e ovto sl et the pet ol el CPEer o gnreston
terrgt in the rat tootpad. they wore wooamnlated preterent iy an o the 1y

tothe ovtoplasm oot the retionabar ool They contagne ! g 1! itter ot
cloephatane reaction, which was contomed by Pies and Wb Corav o mioroanads ites
tran oaren roected oo the tootpad were accwmubated oobectroely an the macrophoage of
e pepizteal Dymph o asde any ntraperitoncsi antection otoan gron chelatoa e
corcvimime andaced deplotion ot coartacal fotinoles nd parcarted o1 the bymnh onode,
Dortoapcliury venuses approachiny the saboapsular anne and wcowmulation o macr
RN Poretooatar cedle an the sanuses. Tragmente oL ceil debri o, prohably ot the
vt Ivmphcsres were o reccaled el an the crophais oyvtoploem ot the famph node
LT st thr Tats rtreated with detferovamie tar two month o Volarge numher ot
‘ . m Srenales were round g the celis o the wpleen of thee
W trrtan oo the toctpad o the rar s mate the granuies
P ind macrophge s o the bamph o tode sinuss The e type
R vaperate g the etesae o the animals thareagh cron

CTent e Nt ame, winis bW

reve tled byoelestran mucrasonpy,
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! CTOMEL FINENT \ MA PACTIVE DNTCEN BY MICROTPHEHRE-ROIND LUMINGT.,
TLUUHITA re T vaNy . ‘ A_(%:. Pasi- Resear-h lah-rarories, Torav
Tttty Jln oo 00T s Fenear. i Centercoeer 000y Tehiica ) Kamarvara 248, Japan.
By Teactoiue o released from Fround's coommlece adiuvant-elisited
I S S rerhage s dnto phagoaome s was measired by Inminol dependent
Yaos e LT L Fractive cxvgen wittia phag-osomes was ahle to be
e e : v et hed, utitizing micrasphere-hound lumini. It
Wit o JERUT Swing resgits that microsphere-hoond lamininl CLods
peer e D ey reastive cxvyen, 1) when macr sphages had been treated
wut! [N rerand, the stimalation of the macrophages bv
mLor e here s b pr 4 owery bittle €1, despite the increase in the

Aot ot evtracellalar reastive oxvgen, U0 (U prodaction remained slight even

iyt the ovt ot aracin Betreated macroptages were stimnlated hy both of

¥
TN crate T aetate oPMAY Gt micrasrhere-hound luminel. By use

to~L B , the eftect ot Tin poelvsacchariles (LPS) on

Tar. T Crorsae . When the drosbation of o ma rophages with microsphere-

' N AERTENER TR R ! LPS (Ing/mi-10CLp/ml),

[T WAt T tnoed ttration. This resuit
RIS VR AN T i “tivity 1s reduced by

Pl-14

TENGEN INTERMETIATE Ty el TATHOGENESTT OF SnOCK . S .M. REICHARD, N.M. BAILEY,
Meds al 7o Tage f eragia, Agausta, GA 10812 ST T
Aeoaralycio o6 redLoed glatathione (G50 in RES tissue supports the hypothesis
thas tosdo mapqen endp o fror activated phagocytes are associated with impaired
tactert o iaal oA ti ity and syryival in shock, Following tissue injury GSH levels
. caimanary and intestinal tiscue were lowered, decreasing the
mechart e by Wi h axggen free radicals are detorified. [amaged intracellular
stractyres ma, ohotrgct the delivery of myelnperosidase to the phagolysosome,
arcn,nting for Yooy o€ bactericidal activity and the escape of ‘oxic oxygen products
‘rom the rell may waase tigsuye damage.  NADPH oxidase was also found to be lowered
Aftuctang production of 20, fyurther reducing the bactericidal activity., To test
*he nyrnthesio, a4 variety of agents that interfere with or scavenge oxygen radicals
were admintstered in yivo., G (200 mg/kq §.p.; replacement immediately following
trama, prevented these adverse sequelae. Methylprednisolne (30 mg/kg i.v.) which
“ehebite the produc tion of 05 and HZOQ, Given 2 hr before injury increased survival,
a. 114 dimethyl<ulfoside (4.5 g/kg 1.p.} a specific OHO scavenger, given 30 min
hefnree trauma. Jesferrioxamine (200 my/kg i.p.) an iron chelator which inhibits /
the conyersion of ws0, to OO in the presence of iron, given 30 min prior to
ircyry alen enhanced survival data. It is concluded that toxic oxygen inter-
=edtates not only, «ill bacteria, but when released from phagocytic cells damage
the irrnunding tissue and affect mechanisms concerned with the pathophysiology
0o whioch .
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Titit DU UAL ERITHRLIOND CELL GRANULOMAS
TP FORMATION AND TVVIUNOLOGLOAL COMPRETENCE
AVTH TS Mo L e Cherer 0 L0 S S S | Leathew
Hoep For Trep a0 and Joboge ey Univeristy, ' oan®
crvimental "Myaohactertal pranulomas due to BCG 1n rat skin indicates that
tubercle forration arises from an anterplay of antigen (load), 'ntiren - antiboo: ‘
Catl, U el mediated tmmuntty and delayed hypersensitivity., The rost rapid .
1 Stioe antyon vtrh e gt 1y el ctad he sarte coacrnttment of nctjveted
m@s and BCO . St oantmal Yt next best performance is in tubercles due to
BOG IR 3 T relormed complexes 1n oantibody excess, when a constant rate of
monocyte tnflux and transformattion to activated macrophages is maintained until
resolution - ¢ wier st rate of healing i1s 1n primary lesions and is associated /7

with the whale range of mature monocytes to epitheliotd cellsn, Loose clustery of
cells with anfiltrating lymphocytes and good vascularity are features of the
rapldly resolving lesion as opposed to tight compartmentalisation and diminished
vascularity in the slow resolving tubercle.,

e gesultsof light microscopy, ultradtr cture and bacteriological analysis of this

study are presented

t orservations are discussed 1n their relevance to leprosy, loetsiar.aniasis an
4 titerculousis where snimilar situations of i1mmunological competent and incompetent
epithelicid cell tubercles ure seen dug to M. leprae, Leishmanta s occies and

tuterculosg s
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$5.3
DAL RTTENTAL U IMONALY FORE TN DDy GRANTOMATO L INELAMMAT IO AT AN D AT
vty L ety yeanty oand T Yashida., Dept. of Pathalogy, . nf fann. Health Center,

Tumincton, TT0 6030
“arine ~edel of pulmonary foreian hody aranuloratous inflareation (FEAT war,

evciaped ta o ard an the <tudy of the mechaniar of thig tyne nf inflameation and tn
vao e the coanceguences nf thegse lesions on other inflarratnrsyrvmyune host res-
correes Ferale Balb-0 ~ice were intected intratracheally with nevtral croaq-Tinked

e tran Leady Sephadex 557 and sacrificed at intervals. large epitheliod qranygl-

1o Adevelared around the heads which were quantitated by meanuring the radiys, nf
rfiyration on rogtine linht micrascopic sections.  Tonspicuyous qranuloras were
Lrecent within 04 hours, reaked by 2-3 days and rapidly declined.  An ahsence of
vauneienioity of dextran in this fore was demonstrated in several ways fmphasizing
tre true foreian tod, nature of the aranyloma.  The aeneral status of cell mediated
e yrtty e arangiora hearing animals was assessed by measuring T4 hour footpad (PP
cur T Vine tndycen by intrader~al injection of lyrphocste ~itnagens.  Marked suppression
A Tuh oand ansfoelicited PP oresponses was assnciated with early FBGI. P reactivity
recogere s . T oweeks followinag bead injection.  Agueous extracts prepared from FRGI
Tunae coul nacsively tranafer suppression of the =mitosen FP response when injected
etrgraritaoneally inpto noreal rice.  In conclusion: ‘1) Dextran beads induce larne
vorcrpgre sylronary aranuloras in cice.  7) 4 state of transient anerny exists in
arataly tearing active detran aranygloras. 30 This aneray appears to he the resylt
Ao eat gt e etiator ' 5 produced in the inflameed lunas,  Sypported by NIH arants
‘_. R \“v-\"_ Y ﬂnf‘, hl _.’jri’a‘{,.’v.

' [

ToLow ot TN TEE e T TN GRANGLOMATOL G THELAMMAT TON AND ThE ABLODUTATRED ANERLY.

Vool o BRCRGE D, LUALLKED, ARD ROCASTRIOTTA. Department of Pathology,
wver ety of Tonnecticut tealth Center farmington, (T 06032, USA
The o mee mantsmy of development of granulomatous inflarmation and the assuciated

aten,y retain ynknown.,  To explore the role of lTymphekines and interleuking during
tre oveatian of pulmongry granulomds, BALB/C rmice were 1mirunized with methylated
tooetne servagr o alhumin (MBSA) in complete freund's adjuvant, and challenged intra-
tracheally with MEGA-coated agarose beads to induce pulmonary granulomas. Granulomas
Ltarted UL appear within one day after the injection and reached its peak on day 13,
wher aguecus extracts from these lungs were found to contain [L 1 and MIF in the
atsence of 1L 2. both the suppression of cutaneous DTH response and the diminution
o the antigen-stimulated lymphocyte proliferation in vitro occurred concomitantly
with the development of lung granuloma. The production of L 2 by antigen-
stimylated Tyrph node cells was also found depressed in these animals. These
results suqgest that macrophages probably activated by lymphokines in vivo produce
o1 an the granulomatous lesion and that the observed cutaneous anergy seems to
be mediated by circulating lymphokines, which may be responsible for the suppressed
production of (L ¢ by lymph node lymphocytes. Supported by NIH grants HL-29382
and nt-01171,
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TINY LT TOATE CRYSTALS FOIND IN MACROPHAGES OF PLEURAT FLETD OF A SBESTOS-EXPOSYD |

PATERN, 0 Y, KIMULACLY, H, MIVRA(2) (1)Taukuba Unfversity, lharaki-305, TAPAN, |

v

o - larity the aorphogenesis of the pleural plague and "or arcsothelfony of the
patietal plaura in ashedtos -exposed patients, we examined various cells and tisages

ono pattent s who had bheen exposed to ashestos, ustng light and polarized ‘
=, roscape, We also used energv-dispersive x-ray microanalvaer to analyvse olement
mposition of depositted cryvatals and of natural asbestos stones a6 crocrdalite, ‘

hrvantile, and amosite, The ferruyginous bodies showing drum-stick shiape were {ound
i the alveoli and peripheral lung parenchyme, The donble refractile cryvsrala (D0,
wiere detected in alvealar macrophages, interstitiam, and lymph nodea in all
pattents, Furthermore, 7 patients had DRC in the parietal pleury and the
ncrophages 10 the plearal fluid, "me patient had many rrvstals tn the Tiver anld
spleen, An x-rav microanalvsis revealed that DRC had <ilicon, aluntnium, cal 1am,
mgnesium, and 1ron, Ashestng stones also rontained "W 40 their long fhers and
e h ORC showed qpecific element composition for each ashestos stone, Theon
rvstats hoth 1a lungs and stanes were ratnging fn 2 ta 19 micra length and a0,
to | micron width, We canclude that the pleural mesothelisma and v plagque e
resylred from some stimuli carried hy the marrophages from *he lveolys, The
plerray of the man, wha hal ashestagorel st ed occupition, 14 possthly due ®

+

silioate crystals as well as the taber glosis, The telataonstnp Horween Y heae

rystals and the 1nttiation of mesotheliona stull reaains inoa v tdle,
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MONOCYTE ACUESSORY  CELL FUNCTION BY INTERFERON . S. BECKER,
North Carolina, Chapel Hill, NC 27514,
vtes respond to anterferon ' (IFN) by increasing their surface

coasity ot HLA-DR - 1a) 31-4 fald. The monacytes can be exposed to IFN at OOC,

" that receptor occupation 18 sufficient to induce the stignal

increased 1a  svnthesis. Cytoplasmic HLA-DR specific mRNA is
i1 in the monocvtes within B8 hours after [FN exposure. If this is
~ stabilization or increased transcription 1s preaently under

tions ot this increase in [a on the accessory cell function of
" hae Seen investigated. Bath sutnlogous stimulatinn  and
v aonlable  antigen 18 increased i1n  [FN treated monocytes, The
ndex 18 proportional to the number of [a molecules expressed.
sanry cell function 1s esapecially noticeable at low monocyte to T
Timeoours experiments evaluating the induction of T cell
show that 'H thvmidine incorporation can be detected at least one
th the (FN treated monocvtes. Stripping the monocvte surface of
th monaslonal antibody inhabita proliferation. These observations
wttect of JFN on monocvtes 18 to enhance their accessory
ltkely v.a enhancement of [a expression,
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FUMCTIONAL PROPERTIES OF CULTURED MURINE THYMIC MACROPHAGLS, RELEASEL OF IL-1 AND
INDUCTION QF MHC RESTRICTED PROLIFLRATION OF {T-G)-A-L SPLCIFIC T CELL LINE.
RoOGALLILY , . AXELROD®®, L. MUCES?®. *lmmunology, Hebrew University, Jerusalem,
*“Chemical Immunology, The Weiimann Institute of Science, Rehovot, Isracl.

We have recently shown that succesxful long-term culture of proliferating CS781/6
thymic macrophages can be achieved by plating adherent thymic cells in the presence
of L-cell conditioned medium on dishes coated with an extracellular Matrix: The ad-
nerent cells proliferate for more than 60 days in vitro. We identified the cells as
mononuclear phagocytes by the following criteria: “phagocytnsis of hacteria, positive
staining for non-specific esterase and the presence of fc receptors and F4/80, a
specitic macrophage cell surface marker. A high percentage of these cultured cells
tear la surface antigen [(65-96%). Our present study shows that thymic macrophages
secrete significant levels of PGL; constitutively. Further, LPS stimulation prompts
high level secretion of interleukin-! (1L-1}). Thymic macrophages show tumoricidal
activity following activation with either LPS alone or in combiration with T-cell
lymphohine. Ihymic macrophages are capable of antigen presentation in a HC res-
tricted fashionto a (T-G)-A-L specific T-cell line as assessed by T-cell prolifera-
tion. No proliferation was scen in the prescnce of unrelated antigen. The response
could be inhibited by the appropriate monoclonal anti-la reagents. Our results
indicate a close interrelationship between thymic macrophages and T cells, especially
as regards macrophages presentation of antigen. The system which involves, homogen-
eous populations of thymic macrophages obtainable in large numbers, offers a wurique
opportunity to s*udy the cellular and biochemical requirements for antigen processing
and presentation.
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Do by e rectitaiats onoot bvephneate Toood s troom pasrvl chloorde-painted mice
et oINS ded svnee e mactophares an o vatro and INPospecatie giller 1 ocells
Wt e re andne ed b iturany spleen Tove s waith TRNEP-cogpled svnpenere o macropha-
Nt Soatr oy Boedo b celd g tavities were markedly pmpaired when [ooells trom
tor chearin,y Mire W te agsed, the antaeen (TN presentiny aotivity of nacr, -
Chowes Lor o heth D oce s e normal nhoe was oalso ampaired when macrophaves from
Curait chedr oy Mt e Were o used, Furthermore, the production ot anterleukin P by
e tophages Stimuiated with LPS was ampaired in tumer-bearing mice. he dvs
tunc tran ot macrophages an tuner-heariny miee was ot duc o the developnent ot
Suppressor cosie, but due to the decrease of la-positive mactophages. Thas, 1t
ivosuppestes that one of the mechanism of gumune suppresston 1n tunod sbearinge ooty

Ceow Givstute e ot La posttive antiypenspresenting cells,
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TP ONTTINE LINED MACROPHAGES REPUACE THE STUENTC ACCEon0Re LS IN THE INODNOTION
FOVTREANOE T CELLG, B M, SNASAMDDAS AL NAGAYANAS® ANT T TORINACAS  enERT AF
Ter e 0SIS . NTHL TORYO, AND SEDERT NE MITROLTSL . SAGR PEDICAL SOHONL L SALA L TAPAN,

Jined macrophaaes SL-1 are [-A and -0 positive, while the other lined mac raophanes
.-+ are la neaative. Both lined cells were from {3Hrie!i and transformed with 5040,
a0 nave reported that {-) positive splenic adherent cells are necessary for the in-
wetron wfosuppressor T ocells anainst delayed-type hypersensitivity (0T, to 807 in
tre . 7o avoid the contamination of T cells to the macrophaaes, “L-1 cells were
whed instead of the splenic adherent cells of (34 1n this system. The 5L-1 (ells were
~reed with normal C3H T cells and 50 ua of P00 per ml and cultured ‘or 4 days. The
ronadherent cells were transferred into cyclophosphamide-treated (3H and the recipie-
rts were immunized tc B(G immediately. DTH was determined 2 weeks later by the foot
17 reaction to PPD.  The mice receiving the cells from the culture of S1-1 and (34 7
rwed sTanificantly suppressed OTH | while those receivina the cells from the (ylture
¢ -4 and (311 T cells did not. wWhen the 5L-1 cells were treated wa’th ant1-1-J" and
crplement, the suppression was eliminated. Treatrment with anti-1-A" did not affect
the activity nf SL-1 in the induction of suppressor 7 cells in vitro. Taken toqether,
T-0 positive lined macrophages played a role of the accessory cells in the induction
f suppressor cells against DTH., These results confirmed the conclusion that [-J
cmsttive macrophaces are necessary for the induction of suppressor T cells anainst
DT to KOG

CEewh R CRLD S INCLUDING PLANTEC DENHOADHERENT CELLo DN MUBIND HONF MAKR
PIUMEERL L OCLIMAMERA, HLFUTIMOTO, MUEAT AL, MUOKABE, BLOAFURADA, LLMIVALARTL The Phird

warteent of Internal Medicine, Hokkatde University school of Medt. e, ~apporo ok,

seove Tt row cells trom BATE/C e, which owere net treated withoantd- b 1oanti-

g dban complenent, were transplanted into lethally C-irradiated ¢ 8 He mioe,
veother antrasplenteally (10 or fntravenousiy tiaver.s The prolonged survival time
i s He mice transplanted .5, was observed when comparcd the survival time in two
crosipa. do determine whether suppressor cells were generated in chimeric mice, vo-
aitared experiments were set up, Spleen cells from (BALB/c o» 3/ He) Los. chimeras
showed suppressor activities against both BALB/C antf ¢ 3d/He MLR and BALR/¢ anti
LUBL/ MLK, although spleen cells from (BALR/¢c +CHH/He) tov, chimeras also showed
tnls wind of suppressor activities, According to characterization studices, there
wan no detfnite ditterence hetween suppresser cells do Lo, chifmeras and that in
L.v. chimeras so far, Thev were composed ot [ cells and non 1 vells, plastic dish
adbierent cells and non adherent cells, and radiorestistant cells and radlosensitive
vells, Thus, U was sugrested that several kinds ot suppressor cells were gencerated
in the spleen of chimeras. It {s ot {nterest to determine which suppressor cells are
moat important to induce and maintain transplantation toicrance.,
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the Mononuclear Phogocyte System Room C

58-1

58-2

ONTOGENY OF MACROPHAGE COLONY-FORMING CELLS (M-CFC). T. J. MaVITTIE. Armed
Forces Radiohiology Research Institute, Bethesda, MD 20814.
Analysis of the ontogeny of mononuclear phagocytes has been facilitated by the
application of in vitro wlony-forming assays for granulocyte-macrophage (GM) colony-
forming cells (CFCY. Detection of another CFC specific for production of macrophages
(M-CFC) prompted us to investigate the ontogeny of this CFC in hemopoietic and lym-
phoid organs. M-CFC were assayed in cell suspensions prepared from bone marrow {(BM), ‘
) spleen (SPLY, liver (Liv), peripheral blood (PB), and thymus [T) tissue at various
times from fetal, neonatal, and adult, female B6D2F1 mice. M-CFC and GM-CFC were
detected using the double layer agar technique with pregnant mouse uterine extract as

the source of CSA. Progeny of M-CFC were examined morphologically through specific
stains, eletron microscopy, presen of fc receptors, and phagocytosis. M-CFC were
detected in all organs arvi PB  assayed. Feotal and neonatal M-CFC exhibited the same /

general (haracteristics of adult tissue-derived M-CFC. Fetal Tissue: 12-day livers
contained large numbers of M-CF{s while SPL, BM, and PB had detectable levels at
‘ 1415 d. M-CFC in these organs increased slowly through fetal growth. M-CFC oontent
was always (reaster than that of (M-CFCs in all organs assayed. Thymic M-CFC were
detected as early as 14 d. TM-CFC content increased 9-fold while no GM-CFC were
detected. Neonatal Tissue: M- CFC content of all organs and PB incresed significantly
through the 14 o following birth, with the exception of liver, which showed a marked
rise through 48 hours after hirth, decreasing to nondetectable levels by d W. Aduit
Tissue: Stabie levels of M-CFC were detected after 6 weeks of age. M-CFC content . ‘
was signfficantly greater than (M-CFC in all hemopoietic organs and PB and was pres- .
ent in liver, thymus, lymph nodes, serous cavities, alveolar space and brain tissue. ‘
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the Mononuclear Phagocyte System
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LANGERHANS TYPE DENDRITIC CELLS IN THEt [ YMPHNQOES OF NUDE MICE. &.UDA.SLTANAKA.
TOMARUYAMAY . Dept. of Pathology,Kagawa Medical School. ,*Shionogi Laboratories.
Working hypothesis that epidermal Lanqgerhans cells{lc) oriqinate from bone
marrow,migrate 1nte the epidermis, function antigen-trapping,leave through dermal
Tymphatics,reach reqional lymphnodes and present antigen to T-lymphocytes has not
been controversial. We reported absolute increase in the reqgional lymphnodes of the
skn of BALB/C.ny/ny mice electron-micraoscopically and morphometrically(J.leukocyte
Frodogy 19845 .This phenomenon may be accumulation rather than proliferation,because
eivdermal Le tnothe skin of nude mice are normal marphologically and quantitativel,,
% nude mice were found most frequently in the marqginal sinuses and subsequently
“rothe paracortical region with some distance ‘rom the pastcapilliary venules.Some
found in the latter were statned darkly and sustained deqenerative changes.lc
"t *he lymphanndes have indistinguishable appearence from interdigitating cells{ID()
' othe paracartes exept the existence of Langernans cell aranulel(lc’) and however
Ttterent fear tne ordinary macrophades. Lo have markedly ndented nucleus,pale
«tortasma,rich parallel filaments,numeraus vesiile and not a few but small phaqo-
some Nt anfrequently cored tubulei{kobayvasni & Hoshino) which are thinner and bend

' rooarcular granule coexist with Leh in the ¢ of nude mice.They were found frejuen-
.o the lymphnndes of mice suffered from contict dermatitis. Lc-rich syspension
) were gained By Dight papetting from the mediar incubated for 12-28 nours in the

Sutured daish of lymphnode cells suspension 0f nude riicei{approximately 20 cells ),
They oare weakly adhesive (ells and have a remarkable resemblance to 100 or morocytes
Troontomo o eragenpical by,

s8-8

IMMUNORTSTOO HEMTCAL STUDY oF DENDRIUTLC RFTIOVLI™ CRLL IN LYMPH FOLITCLE OF THYROID,
RN ':A“".AFA'h\, T. KJ\S“\”W‘\, Y. IMAL
} Yaraygata Univ.e Schorl of Medicine, Yamapata, Tapan wan-2:
't knows that the yerminal centerC: ot tempb o1l le are seen often in tissue
section of the various thvrotd lestons, especfally gutoimmune thyvrotditia. ITmmunohis-

F tochermically the GC fn thvrofd was studied to elnctdate irmmunological hehavior.,
the AKX human speddmens presenting GC were studicd and compared with that of the ‘
i Lormphs node and tonsil., In this atudy, following antibodies were used: rabbit anti- .
Caman IeM o Foab’ o fragment, et Frab' s fravment ) TeA, S-100 protein, thvrofd-associ-
L ated] thuruglnhuiln'Tx', thvroaxine, thvroxine-binding-globulin, thyro{d stimulating

Bermesie, complementoboabt o tragrent ; Clyg, e, O, Clactivator, €%, €9, properdin,
and monoc lonal mouse anti-human dendritic retfculur cel HODRC . C3BR, ILR2, Leu and

KT serfes ete., /
\ Varfcus depree ot positive stalning hetween TeM Tuc Clg O34, DRC and CBR were ohs-
, erved In lacy pattern within the CC of thyrofd, siwflar to that {n the lvmph node or [
i tensil, Flectron steroscoptocally, Te, TeM, Ie€, Clg and C3d binded the cell surtace

and cvtoplasmic labvrinth structure of DRC {n GC of thvrofd,

1t concludes that the GC of thureld approximately resemble to that in the lvmph
node or tonsil, as far in structurte and function, Apart fror the cuestion whether Fo
receptor on the DRC partfcipate, ft appears that on the cell surface and cvtoplasaic
labvrint)h structure, DRC carrva out trapping, retafning and Jdegradation of immune

complex, medlating some complement receptors, and plavys a fmportant role in {mmune
response,
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DIVELOPMENT oF SPITNTC PILIPSOID
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Toonassa, T, Koshikawa,
e Mol

isease [aborato
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Al
Prate o Ty N &

e ifi pathopentrce chick
st tfes o the wpntente ol lipanid,
vas,ular stru tare appeared among
sheath artery whioh was chavacter
detectabhle gt the embrvonal age

ANDOLTS CELTULAR CONSTTTUTION IN CHICK EMBEYO,

F.o Furuta*, labcratory of termfree Life Hesearch
Cantr g, Nayeva 'niv, Seheol of Medictine, Napova
rv, Natitonal Inatftute of Animal Health, Gify 501-

emhrens (PR -1) were emploved for the ontagend:

m o 7th dav af the dncubation at I8TC primitive
the mesenchvmal frame work of the spleen. The
fred by tts hipgh endothelial celld could be

S0 3 davas, while the eilipsotd wtfll undeveloped,

Do denelopment o6 the w1l so{t was approaching completion o 17th dav of the

ireghation, e endothelial (el

cote ! wiaoa P lond vessel it oth

etire the cortletion b wbeath A

e s heatty oartery about o

croas the ¢l s

ased e

Vot nat e d fo0ent ot
o b the Wt At oecarly oo
~artr e HEY noet e ar . The o

with a nnotional vomplex antil v’
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« f the sheath artery econnected together tightly
Theretoere, any carbon particles
vovelk sac d1d not leak out from the sheath artery
cveloapnent here were chserved many yranulocvte
v 1 of embryoric development, However, thev
Certain number of macrophages
fvit s ot acid ol vsphatase and ohagocveos ‘s conld

s periond.

ofd developed

mhyeonal period (07 davs of the incubat{ov) ,when the
Tipsofd consisted mafnly of the retfonlum cells

P e the she ot artery oand ot omacrerhbaces in s mareinal zone, Any lvaphocvtes
el [ B R T L cf b ben cepes.
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M MO PR toh PRI U ONALLY LI FERENT HUMAN PERIPHERAL BLOOL MONOCYTE,
P R A IA Bk, T, MIOoMP, . i.}',i".»?‘b‘)‘i?, w. o .ii()‘ﬁ'l',
», ' , ot Ty s o I-'x-‘lvx{*-?‘.-?»u;« ,' E;I--» -::;I:umlr.
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Peoan C ar L (I $ooxidat  ve ce take Jites atter atamulation
25 U TR A s } : a b ? Secsilamato et e LT Dt was toaun o vy
. . T ml T Tt ate e Lt e e e e et et ave than theoae o with v
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: LR T N Yoa, b, 0 ¥ b and THX pr baoed atter Od o hours f tncubation, No
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v B, b oW T tote the et g anient pr oo duce I Ly monooytes,
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[ Co e G lledate T D pe eriee e T 10 Pt ave atel Degat ave
it ' ettt LI R ot mnoayte cabeet o canfio! be explaine d by
! T . 4 ' ! il




WD

Poster Sesswon i}
50
¢ Room t

. e e e vee e Ceee e e e e O LI R Y. T L R TRy e
0 " . PR - ‘ H . i A daat - . + N LN .
. . R e . - e e e . e
. ' 5 . . L C S . el WY -
»»»»»»»»» P 1 [ SESIR,SUUS W PP W O R U
. B - . T
‘ ‘ . R e .
. -
, . , Tt . ,o e v . . - PRSP
. « s Y ‘ o . - -
- o [N
- R DS S A " ! At U ¢ ey
‘e oo w P e -
‘ o . - v s ot w' alalt) n
: .
-t e * ~l o (S nematr vy
. e e
- ' B . - ‘ * i ) we e e S0
. -
B - N " o id ‘ \
. ~ N
. R - . oot <o Ly 4 f .
‘ v o % ol o M ‘ MEATEPY "y \ Lt
v - e 1 e e . . . o
: t o ~ A e J R . (e - -
. + .
ARAN vt et '-_' - LY -0 e e o K
- . v .
t ‘ LWLy [ " " ! “® '
“w . . . " L -l o
L, - N ' Lo A L
f 0 LN -~ . . .oy, N I rer s Tyt
. + . G e
v . e Th o - ot G "~ A
-
o o " e 0w A n e ‘ .
N - AP v . A TN . "9 B .
- !

GRANILOC Y TE-MACROPHAGE PROGENITOR CELLS IN THE LIVER OF HUMAN EMBRYOS.
Y. (HNISHI AND M, KITAZAWA, 2nd Dept. of Path., Ni1gata University School of Med.
Asahimachi-dori, Nii1jata 951, Japan.
The density of granulocyte-macrophage progenitor owlls (CFU-GM) 1n the liver
of 34 human embryos and 10 fetuses was examined by in vitro colony assay. The cell
suspeension to culture was produced from the whole hepatic cells. CSFs were human
jrlaovntal conditioned medium (HPCM) and human leucocyte phytohemagglutinin
stimula‘ed conditioned medium (PHA-LCM). The culture was perfurmed by the modified i
method by Pike & Robingon. After one week, the whole cultured agar-gel was fixed,
and 8 nined on slide glass by May-Giemsa, naphthol ASD chloroacetate esterase, .
alpha naphthyl butyrate esterase, and those double esterase stain, plonies were
-lassitiad as granulocyte colony (G colony), macrophage colony (M colony), and
granulocyte mcrophage mixed colony (GM,)oolony).
The total awrage of FU-GM 7 2x10° whole hepatic ells was counted 21.5 by e
Hix'M and 21.1 by PHA-ICM.  The number of CFU-GM showed high titer in 7 weeks of
menstrual age, but dimanution 1n 8 weeks and then almoat constance in low titer. On
closer examination, CFU-GM appeared 1n small number at 0 day 1n 7 weeks of
menstrual age (corresponding to 35 days of embryonal age), increased at 2 days
icrown-ramp length 9.5mm, corresponding to 37 days) and showed maximum titer at 5
days (corresponding to 40 days). The rate of the M colony predamnated i1n the
earlier gtage, but it decrsased during the advantage of embryonal age and G colony
tarned to predaminant in the later stage in the system using HPCM.,  Using PHA-ICM,
progortion of the M colony predaminated 1n every stages, but its of G colony showed
a tendency to increase gradually, '
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DFVELOPMENT AND MATURATION OF FETAL RAT MACROPHAGES IN ONTOGENFESIS. K. TAKAHASHI,

M. NAITO, F. YAMAMURA, N. SUEYOSHI. Second Department of Pathology, Kumamoto
iniversity Medical Scheol, Kumamote 860.

Fetal rat macrophages were fine structurally characterized bv abundant polyribo-
womes, varfahle-sized vacuoles, lvsosomes, a small number of rough endoplasmic reti-
cula and long filopodia. The macrophages bore Fc receptor and complement (C3) recep-
tor on their cell surface, were capable of immune phagocvtosias and possessed abilfty
to adhere to foreign body surfaces. These cells began to appear in the liver anlage,
subepidermal mesenchvme, brain and other tissues from approximatelv 13 davs of gesta-
tion, had a high mitetic activity, particularly tn the early fetal period, and were
praiually matured with the lapse of gestation, showing increased numbers of lvsosomal
compenents, decrease in amount of polyribosomes and transformation into an ameboid
~+11. In hepatic hematopofesis, auch macrophages proliferated vigorously, showed
endogenous peroxidase activity {n rough endoplasmic reticula and nuclear envelope
from about 16 davs of gestation and were matured and transformed Into Kupffer cells
when pestation ended. In the subepidermal mesenchvme, fetal macrophages proliferated
ntably in the early fetal perind and were also matured and transformed into histfio-
~vtes. Such maturation processes of the fetal macrophages obvicusly differ from

th.ose of monocvtic cell Yineage. In peripheral blcod, similar macrophages were found.

Thus, hepatic hematopoiesis is regarded as a major source of supplving macrophages to
various tissues prior to the initiation of bone marrow hematopriesis. Furthermore,
development of fetal macrophages was demonstrated in blood {slands of volk sac hema-
topofesis, and similar macrophages were observed in blood capillaries of the sub-
cpfdermal mesenchvme prior to the beginning of hepatic hematopoiesis.
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'Interrelotionships Between Tumors and Mononucleaor Phagocytes

$9-7

ANTICENTC AND AMINO ACID SEQUENCE HOMOLOGY BETWEEN HTLV AND THE RETROVIRUS ENVELOPE
PROTFIN pl5t. . Clanciolo, T. Palker, R. Kipnfs, B. Haynes, and R. Sunvderman.
Foward Hughes Med., Inst., Duke Univ. Med. Ctr., Durham, N.C. 27710, USA,

The transmembrane retrovirus envelope protein pl5SE has been shown by both serolog-
ical analvsis and amine acid sequencing to be well conserved in retroviral evolution.
we have previously shown that murine retroviral plSE inhibits the accumulation of
aur ine macrophages to intlammatorvy foof in vivo and the responses of human monocvtes
te chemotactic stimuli In vitro. Others have found that feline pldk inhibits tumor
fmmunity in cats and the in vitro blastogenic responses of both feline and human
Ivmphocvtes, perhaps by blocking interleukin-2 production. We therefore sought to
determine it the immunosuppressive human T-cell leukemia-lymphoma retrovirus, HILVy,
shares antigenic homology with plbE. A highly specific rabbit antiserum to pl>E was
prepared using affinity-purified Rauscher leukemia virus pldk antigen, With this
antiserum, we examined deterpent-disrupted HTLV{ and envelope-enriched preparations
of HTLYL bv 1) immunoprecipitation of 1251-1abeled viral proteins by antibody and
staph. A. tollowed by SDS-PAGE and 2) SDS-PAGE of viral proteins followed bv western
blotting and incubatfon with antibody and lzbl-prutuln A. Rabbit anti-plSE recog-
nized both 46 Kd and 61 Kd protefns thought to be associated with the HTLV| envelepe.
Furthermore, comparison of the published amino acid sequences of the HTLV[ envelope
and both murine and feline pl5E by the PROTHOM computer program revealed a sequence
of 26 amino aclds which contains a significant amount of homology (734). These data
suggest that a pldE-like compunent of the HTLV envelope could, In part, be responsi-
ble for the {mmunosuppression accompanving diseases associated with infections bv
the family of HTILV viruses.
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The Role of Mononucleor Phagocytes in Disease I

$10-1

MACROPHAGED AND TUMOUR BIOLOGY D.5. NELSON Kolling Institute, RNGH, 5t Leonords, NSW, 2065, Austrclia
Activated macrophdaget, Capable ol recognizing and selectively

duestroying tuaswoul Colls, are probably delavered to sites ot

tunour cell deposition 1o vive DY reactionhs simllar to those

1 delaycd=type hypersensitivity (DTH) . Macrophages cdn als.y

destroy tumoul cellsn by antibody-dependent cell-mediatoed cytoxicity.

In the absence ot antapody, honmal maci: phages Caby, Luwever,

prtentlate tumoul growtio, Witi, co=cuitures of mouse tumours

and mouse poriltulival mact sphdges thls wdh Showh by measurlnyg

tritiated tnynmidilnhe hcorpotation, T2510R 1noot puraticn and

cuell numbers ane by tlow cytometry. stimulation ot tumour cell

proliteration reguired coil contact and was 1nhivited by trasylol

and dexamethascne,  The suasceptabiiity of cultured tumour ceilo

to ostaimulation varied cyclically.

Ul thie other Latedl, tulouls fay vvade unusielogical attace
Uy producing s_oluble tactoers that jnnaibit DTH. Lidwunirzat pon
1 mICe Wlth phehol=saline extracts of tumours was found to
sotifer resistance to the depressiob ot DI and partial resistance
t, the yrouwth of challienge tumours, fhe factors respohsible
dppedl to shdare some determlhadbits witn a retrovirus structural

proteln,

$10-2

THE ORIGIN OF GAUCHER CELLS AND ULTRASTRUCTURAL COMPOSITION OF THEIR
STORED MATERIAL. M. NAITO, K. TAKAHASHI, H. HOJO, H. JINNOUCHI. 2nd
Department of Pathology, Kumamoto Um'versfty Medical School, Kumamoto, and 1st
Department of Pathology, Fukushima Medical College, Fukushima, Japan.

Gaucher cells are considered to be a cytologically transformed macrophage with
intralysosomal accumulation of tubular structures, because they were proved to bear Fc
and complement (C3) receptors on the cell surface and to be capable of immune phago
cytosis. High resolution electron microscopy in negatively stained preparations and
freeze fracture replicas revealed that the tubular structures consisted of gently twisted
or straight multilayers. Clucocerebroside biochemically extracted and purified from
surgically removed spleens from patients with Caucher disease showed similar layered
appearances. These findings suggest that the tubular structures are composed of
glucocerebroside molecules and are formed by accumulating the molecules in the form of
flat fayers.

For the purpose of clarifying the origin of Gaucher cells, blood monocytes from a
Gaucher patient and control subjects were cultured and examined electron microscopi
cally. The monocytes from the patient and controls transformed gradually into macro-
phages when cultured in the medium containing 10% horse serum and in the medium
saturated with glucocerebroside. Within a couple of days after phagocytosis of heat
denaturated human erythrocytes, a small amount of tubular structures are found to be
developed in phagolysosomes of Gaucher monocytes, but no tubular structures ap-
peared in any control monocytes. After ingestion of tubular structures purified from
the spleen of Caucher patients, both the Gaucher and control monocytes transformed
into Gaucher cells.

N




Symposium 10
60 e B The Role of Mononuclear Phagocytes in Disease
oom

$10-3

CHARACTERIZATION OF FOAM CF1LS AND PARTICIPATION OF MACROPHAGES IN ATHEROGENESIS.
F. TOMITA. K. TAKAHASHI, M. NAITO, $. FUKIDA, Sccond Department of Pathologw,
Vuzaroto University Medical School, Kumamoto 860,

Irn rder to elucidate the cvtological characters and orivin of toam cells in
atheropenests, the aortic lesfons of cholesternl-fed rabbits and Watanabe hereditarvy
Yeperlipemic rabbits (WHHR) were {nvestigated ultrastructurally and immunocytochem-
v Amene the foam cells In the lesions, two mojor cell populations were distin-
viadcheds One was proved by rosetting assavs to bear Fe oreceptor and/or complement
o resepter en the cell surface and to he capable of {mmune phagocvtosis, whereas
¢other was pesitively stained with peroxidase-antiperoxidase method for desmin, the
prrermediate tilament tvpe specific for muscle cells. The former {s considered to be
*oamy macrophages, and the Tatter {s presumed to be derfved from smooth muscle cells.
oothe early stage of atherogenesis, blood monocvtes were observed to enter the

ttic lecions and foamy macrephapes were found frequentlv in the intima, while foam
G otransd rmation ot smooth muscle cells predominated o the advanced stage and the
crarst rmed cells disclosed characteristics of macrophares to a certain extent. In
ittt oty non-mrosetted and desmin-negative foam cells were present, though a minor

'robabiv heterogencous population.  As for lipid storage of foamv macrophages,
iotd vacusles with or without limiting membrane, mvelin-like badfes, cholesterol
roctals and cercid-like granules were distinguished, and ingestivn, lvsosomal di-
oot noand processing of 1D and accumulation of the lipids in the foam cells were
fee enrrated by the electron immunocvtochemical method, usine a peroxidase-labeled
T oantibodys Removal and digestion of the T{pids in atheromatous lestons are thus
thought v obe the pricipgl role of macrophages during atherogenesis.
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superoxide production of monocyvte derived macrophage from collupen

disoasos,

Prcteu actir®, Takao Kirkuchie*, Ken Okano** and Nobuo Nomurar#*+
* hept, of Clhin, v Tab, Med,, Tohoku Univ, Sch, Med.,
*e Shard hpt, ot Int. Med., Tohcku Univ. Sch, Med., Sendar, Japan
svs et . oot Int, Medo, Jwail Hospital, Tohinoseky, Japan
Sovvalunte the vale af monocyvie and macrophage svstem an the patho-

1

et it catiapeen daocases, superoxide production of hlood monocyvte
derived mos rophage trom collaygen discases were studied. Blood mono-
crtess taved on plastic o dish were cuttured in the serum free media
LITe =0 tor 3 adave, on dav 4, superoxaide production of monocyvte
cucturcd an o le s MEM contaaning cvtochrome € with or without PMA
ter U hour: were measarod, Superoxide production ot monocyte derived
macrophage trom RIE o oon X)) was 2.0 times (without PMA, 2 hours ot

i utbation o and 1o times (with PMA, 2 hours ol 1ncubation) more than
control, Other coilagen diseases such as KA, polymyositis, PN,

behoot' s dysease showed also anereascd superoxide product ton ol mono-
cvte deraived mncrophage. These data supggest thut the monocvtie derived
mucrophayge trom collapen diseases are activated in vivo to produce
dtd coecrete more cuperoxitde than control. Comparative studices of

]

hecodata ard other daberatory data waill be discussed.,

$10-6

DUOEIANCTION ap HEALDE PO TEIVE MONOCYTE IS SLE FATTENT S FoOSHIRAKAWY,
UMV HEIY, WS ZERTL Dept, det Totersad Medroane ad Shepts TamancTogy,

T v Tt Headth, K akvoshu, 07, Lapan

Wt thacteon of TP patients wans studied v ccessory cells tor the

yorovataon b el s v vatron Svdan cclumn-puratyed Tooells alone were not oable
Corespond Do At o Diterate and to desvelop snppressor cells, but the addition
St gy el mereacates testored berh b ocel o actaiviety wath dose dependent
st dhas poessora tnne tion b monocvtes was markedby tmpanred oo shE pataients,
Taoodvstan tron ot moatee vtes was martked anoan e trve stage f SEE, byt not oanoan
tive s tage.  The istunction o monos s tes o SEE patients was oot due to the
s nc gt ane e ot o suppressor cells, byt due to o the Jecreasc ot HEA-DR posttave cells,

Vareermore, antihodies specitle tor moncostes, but onot b B ooellis, bocells
O AT s detected an SEE catients, and whach aftected the tunctron of
Mo tes, fThua, 1t s sngeested that the dystunction ol monocvtes plavs an

peportant rele tor the pathogenesis and the process ot SLk,
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IMPATRED ADHFRENT CELL FUNCTION IN SODUUM PERIODATE (NalU,) ACTIVATION OF MONONUCLEAR

PIES oMNY FROM PATEENTS WITH SYSTEMIC LUPUS ERY THEMATOS1'S (SLE), R, LOMNITZER,

R, PHITTIPS, ALR., RAKSON, Immunology Department, South African Institute for Medical
H.~r4rrﬂ1‘fﬁ}ﬁ;:Trg}-jt;fﬂolugy. University of the Witwatersrand.

“reatment of normal human mononuclear cells (MN) with Nalo, (0% 30 minutes)
ro~ults an Ivmphocvte blastogenesis which is assessed by mvasur?ng H-thymidine
inverperation by the activated cells. NalO, induced MN cell activation involves an
S lreatory macrophape-lyvmphocvte interaction, When the reactivity of MN cells from

patients to Nalo, was Investigated it has been found to be grossly impaired. In
tder to estabiish the cellular nature of this impairment we performed experiments
1owhich adherent cells from normal donors were mixed with non-adherent cells from
Yt opatilents and vice versa. Reconpstitution of patients' lyvmphocytes with normal
sibwerent cedls resulted in a normal response to NalO, while adding patients'
wiberent cells to normal lymphocytes caused a yreat feduction in the response to
Salv o These results suppest that the impaired reaction of SLE MN cells to NalgQ,
1~ Jdhe tooan adherent cell dvsfunction. In order to further define this dysfunction
we added PMA (phorbol myristate acetate) or IL-2 containing supernatants, to
pativnts’ MN cells.  In both cases correction of NalO, response to normal levels
cccurred,  Addition of [L-1 supernatants, however, onTy partially restored the
Nale reaction., Vur results taken together sugrest that a defect in the accessory
tuncf10on of adherent cells and a related or separate defect in IL-2 production are
respensible for the impaired reaction of SLE MN cells to NaIOA.

$10-8

N IR NUSTIN WY MORE Y TE O ANT ALUT D AR MATE PRAGE LN TATIRNT S T
e . poTE M e ], TLOKON G, T KAUASHIMAL M. WATANARE . M, OTOURA L
VL CAMANE T, GAFNRAL, ML KA TwWALL, N, TOUNOCAL ML K TIMAL Dt tate of

2
vt Mg MedL o e Magverc sty ot Tankaba, Tharako, 300 O dapan.,
e e ¢ stemic seterans P 0g g mg bt p gy tes dgenge 't KT W
. Lo charae teryred by it rat oGkErn ar e nternal o reant b e
R b o troagntestinal tract, Pty b ety a0 vk e e iar
o taen, in reported o be e bt by o mnaoy e and o mas rop! yres andd e
tLay jall tro fthrntie proceas, we stadied pe ootgerion ot fihronectin by
v alveolar  macrophnges o pat oents with o i, Poaripheral  blood
Cyter  were  prepared from Separ,nored bhlood, Alveoiar  macrapbapes  wers
et Yy hean hoglveadar cavigte, Mooy rtes and agveniar macraphapet were
L vt PEEYE LA % SYOR ST TTRR S e o it e supertat ant s wan angesed hy envyre
vl e gt perox s dasie— cabel el T antihody v hyman plasma /

were fooaat by pe A e tihranectin o anny o atter 4 days oon

PRI Aeeoante 0 tohipanectin prrade eed by o menocytes daegnge S fays! eyt
ws e Treeyter s PUU vYhian thoeae o normag AR NN Alvreiar macropboges e
i fat et feomoqpit e ted  prpeater P el prod e tion gt ter AU N egt
ot e MR SR Lo be e g Loyt es many i te seore ey
na St e U e ottt e Lt taosaue macr phiages, Tomor vrey
sl ey p e gre capabile ot e o g St ot ieant ameants ot fihroneect on J S
(LN Cotahrorae U thun cer peted miy e e cevarn et Yhee fahee e process in
LR Ly  peromoting macrophages aadbess 0 A reoragtainy tibrablagts as

chemoattrac tant o these oo,
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The eftecte ot tmmuno adijuvant. on plasma fihronectin

Fakao Kirkuchi®, Ken Okano*, Fictsu OQuchi®*® and Nobhoru Surzukises

* Third Depty ot Int. Med,, Tohoku Tniv. Sch., Med., Sendat, Japan
** bept. of viin, o Tab, Med.o, Tohoku Univ, Sch, Med,, Sendai, Jdapan
2 v, ot Guartroent., Iwatckenritsu Chuo Hospital, Morioka, Japan

Fibroneetan as o hagh molecultar weight plyvcoprotein. It occurs in an
insoluble torm called as cellular fibroncctin and a soluble torm
cilled as plasma tibronectin, Plasmit fibronectin CPENY, as an opsonic
Protern, modulates reticuloendothelial phagoevtice tfunction., It is
Spnprested that chanyy of PFN 1s related to reticuloendothelial syvstem
and various ammune ovstem. The present study was undertaken to examine
the chunge of PNty administration of immune adjuvants to mice intra-
peritonealiv, Puriticd tibronectin was obtained from pooled mouse
plasma by attinity chromatovraphy on a gelatin-Sepharose 4B. Antiserum
ol mouse FN was prepared by oimmunization of rabbits, PFN concentration
Wik estamated by Taurell's electroimmuno assav. PFN increased in aged
mouse but no ditterence between strain and sex was observed., PEN value
wias aupumented by TIPS, MR, Lentinan and SPG. Phogocvtic tunction of
peritoneal exudate cells anduced by Lentinan and SPG was increased
than restdent collsy Our data suggest that increased PEN valuce was
ansociated to oactivattion of macrophage,
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PRODUCTION OF THE LYMPHOCYTE STIMULATING FACTOR BY POLYMORPHONUCLEAR LEUKOCYTES,
F.GOTO, M. YOSHINAGA.
Department of Immunopathology, Kumamoto University Medical School, Yumamoto 860 ,Japar
A lymphocyte stimulating factor was found in cell-free exudate fluid in an early
stage (3-9 hrs) of a casein-induced peritoneal inflammatory site. The major cell
population of these early peritoneal exudate cells was polymorphonuclear leukocytes
{PMN). The early PMN were highly purified on 4 density qradient by Percoll. The
purified PMN (99-99.99.) were found to have a lymphocyte stimulating factor in their
cytoplasm and released it on the appropriate stimulat‘ons in vitro, such as kaolin,
staphylecocci, aluminum hydroxide and chemotactic ; ptide, but not on stimulation
with polystylene beads, formalinized sheep erythrocytes, muramyl dipeptide or lipo-
polysaccharide of E. coli (LPS). The blood PMN did not nave the factor in their
cytoplasm, but could be triggered to have it by stimulations such as shaking incuba-
tion, calcium ionophore or LPS. Tnis induction process of the active factor produc-
tion by blood PMN was dependent on the incubation time, temperature, and protein
synthesis by the PMN. The active factor produced in the blood PMN could be released
into the culture medium by the same stimulations as used for the inflammatory exu-
date PMN. The active factor in the PMN cytoplasm was similar in its physicochemical
natures to the released PMN factor. This active factor was biologically similar to
interleukin 1 because of its ability to induce the production of interleukin 2 {IL 2)
for a subclone of EL-4 cells without any aid of lectin stimylation. It also induced
the 1L 2 production for peanut-aqgglutinin-receptor negative thymocytes, or Lyt 1 T
cells when they were stimulated with lectin or alloantiqgen.

$11-2

PRoPERTILD ob oA 1N POLYMOKPHONDT LEAR LEVEGUYTES S MOLDOVEART ) FOROMITAMA ) 1 MORD,

LMEDGRCEY . Tnidversity ot Alabama in Birmingham, Birmingham, AL 0 wa,

Polvmerphonuc lear (FMN) Teukoovtes express surtace receptors for the Yoo oot A,
Aitn the use o1 dmmuno! luorescence, Immunoclectron microscopy, pel chromatography, e-
tevtrophoresis and various radfoisitope techiniques, we determined levels and charac-
terised the mwolecslar properties of intracellulur Iea in PMN from normal individuals
and patients with alcohelic cirrhonds or IgA roclona,s Cell lTvsates of PMY from cir-
rhctic and mveioma patients contalved higher level, ot 1pgd than normal subjects, in
avcurdance with higher serum levels of IpA {n these patients, IgA in cell lvsates ot
Pl trom clrrhotic patients occured predominantly in o monomeric torm, while that ot
Tt subiects was mostly polvmeric, as demonstrated by electrophoretic mobility ot
LA dn sbn o gels, presence of 1 ochatn and the ability to bind secretory component. In
contrast ta plasma cells, IgA ot both subclanses was detected in PMN. on incubation
with PMN, polymeric IgAl, IgAl or secretory IgA proteins were internalized more effi-
ciently than monomerfc Iga. When PMN from norma’ individuals were incubated with sera
or PRG preciplitable lmmune complexes from cirrhotics, IgA was found within vesicles
ot the PMN, The Intracellular uptake of IgA was not species specific, because human
PMN Internalfzed human as well as mouse IgA. PMN have the ability to internalize IgA
and {gA=-containing tmmune complexes, and may be involved {n the catabolism of IgA,
particularly when the normal pathway of removal o, IgA is impafired. ( Supported by
Al 108%%),

AN

-
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ALTERATIONS 1N GRANULOCYTE (G) FUNCTION WITH CITRATE SOLUBLE (CS) AND INSOLUBLL (€1
NLPHROPATHIC DOUNE COMPLEXES (1¢,. J. RULEY, G. BOCK, T. PHILLIPS, C. SMITH,

S, RATTR S Children's Hospital Natijonal Medical Center and Goorge>Wasthgton Univer-
sity School of Medicine, wWashington, DC 20010,

Pocled rabuit precipitating antiovalbumin-ovalbumin 1-C were fractionated bv
selubisity in citrate buffer (pH 4.9, fonic st. 3.2f) and were studied in vivo by
their glumerular deposition after IV injection in rats and in vitru by their effects

on . agkregation (Agg). adherence to glass (Ad) and generation of chemiluminescence
tohemi). The L5 1-C locailzed in the capillary wall and paramesangiasl area while
the €1 1-C localized {n tle central mesangium. In the absence of serum, addition of
R oi-t tu (L ostimulated G-Agp and chemi without affecting G-Ad. With the additfon of
cerum, 3 I-U produced a further 6OL increase in G-Agg (p(0.001) and chemi (p{0.95)
while tnLibiting 6-Ad by 92% (pCH.901). 1o contrast, ©I 1-C in the absence of
serum had no effect on these parameters. with the additlion of serum, fi-Agg was
inhitfted, -Ad reduced by 31., and chemi unchanged. The difference in inhibition
vf G-Ad by LIl and €7 T-C in serum was significant at p(0.001. In spite of the
differcut in vive localization and in vitro effect on ¢ function, the CI and CS !-C
immunochermically {dentical by ulitrasedimentation, complement fixatfon, {su-
clectric forusing and component analvsis. We conclude from these data that 1-0 of
differing citrate sclub.lit{es have different pathophysiologic effects both in vivo
and in vitro. Studies of Jdf{{ferential kinetic' of Fc¢ receptor binding, 1gG subclass,
cemplement component interaction and platelet activation are onguing to investigate

were

trese differencus.

S11-4

P b Y TR S TIALAT R T TAW R W EASr o R TUATELE TS, L HATAMLT
cemartment ot Patnology, aaedyama Medroal colieqe, wdkdyamd City, 64U, oapar.

e eftest o af Liateiet releane product, PEEY 0n feutrapnilie pnago gt
W ivity wr, anvestigated. Redease regctoon fram washed numan platelets  was
nduced by nagn speed centritugation anoa gilans tube. Humarn neutropnils were
separated frow aepdriniced blood 0y g drscontinueas density gradient metnodg an
AN Cautnns were tdken dqainst platelet contamingtion and re,ease.  Pnaqocytiy
Hetivity Sf neutrophils attacned on g hottom of microplate well was assessed after
tregtment witn PRPr oor otner tes® materyals.  [q0G sensitized sheep erythrocytes

Dh-tA ant complement coated IgM-seroatired sheep erythrocytes (IgM-EAC) were
ined tor particles to be 1ngested.

Fnagooytosys of botn Jgh-tA and [9M-t Al by neutrophils increased 2 to 3 times
otocuntrn) valuen after treatment witn PRiv. Ultrafiltration analysis of PRPr
revedled enstences of teo ditterent grouns ot 1gG-LA phagocytosts stimu.ators,
Ot owas o macromalecular substance larger tnan 14U daltons, the release of wrach
wds nct oanhitited by tndomethactrn.  Tre otner was low molecular weignt lipnmd
sl ler tnan 500 daltons.  Diredt exposure of neutropnils with Ixi , PGE , and
Pab . ennanced tne neutropm e pragooytic actwaty of [qG-tA.

Praqueytoss of [gM-tAL was elevated by the low molecular weight substance 10
PEPr o wnion was inactivated by apyrase. Direct exposure of neutropmils witn AUP
and/or ATP resulted 1n 1ncreased phayocytosys of [gM-EAC.

11 was suggested that plateiets ennance phagocytosts of [gG-tA and [gM-tAl by
actions of different sututances ncluaed i PRYr,
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Supproessive

polymorphonucliear leukocytes in vitro
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‘ 1trte gl amoatl orasoles ang platelets on o the contractile activity were tested,
v dit, Lt war fent that contractile activity 8 mynsin-B from neutro-
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TUMUKRICIUAL CAPACITY OF ARTIFICIALLY ACTIVATED MURINL MACROPHAGES. W.8. ATelNSUN,P.A
fass, G6.B. Atkinson, C.L. Black, A.M. Harvey. Winston-Salem >tate University,
winston-haler, Rorth Carolinag 7y
Poiymor. ¢ ciutaraldehyde spontaneously generated in aqueous solution at ... 7.8

were Lounn Lo the surfdce of syngeneic erythrocytes collected from (57BL/6J and from

SJL/J mice. (etailed studies of the interaction of macrophaqes collected without in-
cucemen. from the peritoneal cavity, alveolar lavage fluids, or macrophages released }
from lung fragments by trypsin digestion with the appropriate glutaraldehyde-treated
syngeneic erythrocytes (G-red cells) were made. Rosette formation with, ana phagocy-
tosis of G-red cells by macrophages from each anatomical site were confirmed by botn
scanning and transmission electron microscopy. The extensive degree of phagocytosis

ty macrophages seen by transmission electron microscopy and the cytoplasmic bridging :

between such macropnages and lymphocytes that contaminated our macrophage samples . /
(by 3. to 77) suggested that the interacting macrophages might be activated. As an :

index of activation, we tested the ability of macrophages previously incubated with '

G-red cells to kill non-altered allogeneic tumor cells. We found that such macro- K

phages were able to kill mouse sarcoma 180 and SV-40 virus transformed kidney cells i

{TCMK-3). Killing of the tumor cells did not require macrophage - tumor cell contact. i

Growth of steroid secreting adrenal tumor cells (Y-1) appeared to be enhanced bv p

a substance(s) secreted by macrophages that had previously ingested G-red cells.

The experimental controls were 1) macrophages previously incubated without red cells, 9

2) macrophages previously incubated with freshly collected syngeneic red cells,
3) G-cells only, and 4) tumor cells only.
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ANTIMICROBIAL ACTIVITY OF TUFTSIN, AN TMMUNOMODULATING PEPTIDE HORMONE. K. NISHIOKA
D000 CHUY 6L LOPEJ-BERESTEIN, R.L. HOPFER, MM, ROMSDAHL. The Univ. of Texas
System Cancer Tenter, MU0, Anderson Hospital & Tumor institute, Houston, TX 77030.
HLUSUA,

Taft<an {Ihr-lys-Pro-Arg) is a naturally-occurring hormone-like peptide presumably
“v Toged from Yeukophitic 1gG by the action of two enzymes, a protease on leukocyte
nembrane ant a splenic tuftsin endocarboxypeptidase (Nishioka et al. Biochem Biophys
Hes Commun 47:172, 1972). The absence of the latter enzyme EEy'?elate to reduced
tevels of tuft<in in splenectomized hosts. In addition to the stimulation of phago-
yinste by negtraphils and macrophages, we have demonstrated that tuftsin binds speci-
ti0 receptors on monocyte-macrophages, neutrophils and NK cells, and enhances their
Svtetoxycities against tumor cells.  Since sepsis in splenectomized patients and
funga’ nfectrons in patients with congenital and acquired immune deficiencies are
1:fe threaten'ng, we have examined the antimicrobial effect of synthetic tuftsin in
relevant murvine models. Three months after sp}enectomy, DBA/2 mice were subjected to
aneumococcal  sepsis (1w, injection of 10° Streptococcus pneumonia type IIl).
Tufteinotreated mice had significantly qreater survival than untreated mice. Hale-
“tangr mice were treated with tuftsin before being subjected to an i.v. injection of 7
» L. and‘da albicans 336 (a clinical isolate) on day O, and followed up to 20 “ays
$ur survival. ntreated animals died by day 5-7, while tuftsin-treated mice displayed
s1rcfrantly mproave: suryvival time,  The above results strongly suggest the poten-
thal oot tuttuor oas o a natural immunoaugment ing antimicrobial agent.  (Supported by
Thichbn, M

$12.6

PESECTION b AN ALFHA [NTERFERON MESSENGER RNA ASSOCIATED WITH INTRACYTOPLASMIC ALPHA
INTEREERCN ACTIVITY IN ACTIVATED HUMAN MONOCYTES.  HENRY STEVENSON, GREGORY DEKABAN,
CHERPTIE BeNYATATL, PAUL MILLEK, MARK PEARSON, National Cancer Institute, Frederick,

R T
futiag Manocvies dare Kaown to be capable ot producing many distinct cytokines
oo dudiay slpha taterteron (IFN)) and fibroblast yrowth factor(s) (FGF). IFN‘
secretion by monocyten can be gctivated with poly ICLC but not muramyl dipeptide
Mhib ., Canversely, FGF release can be enhacced with MDP but not with poly ICLC,
siay two di1stinet cDNA probes for [FN,, unstimulated human monocytes were shown
a0t to prodace detectable levels of IFN -messenger RNA, Monocytes activated to
IEN | necretion, however, syathesize a |0 kb messenger RNA species which hybridizes
with our [tN | probes, In addition, these cells produce two higher molecular weight
torms ot IEN -messenger RNA; one detected at 2.5 kb, the other at 7.5 kb, Mono-
cytes actfvated with MDP to secrete FGF only syanthesfze che 2.5 kb form of IFN -
messenyer RNA,  Analysis of interferon levels in monocyte cell lysates revealed
that vagctivated monocytes do not contaln any cytoplasmic IFN, activity, poly ICLC-
stimulated monocytes contafned high levels of IFN, activity, and MDP-stimulated
monocvtes contained intermedfate levels of IFN, activity, These results indicate
that a major level ot control for 1FN; release exists at the gene transcription
level, Moreover, the 2.5 kb molecular weight form of 1FN,-messenger RNA may
code for mulecnles with {nterferon activity which cannot be released from the
cell cytoplasm.




0 I Symposium ‘7| Immunopharmacology and Immunotoxicology of the

Room D Mononuclear Phogocyte System

$12.7
MOELOTONICITY [N MICE ADMINISTERED DIPHENYLHYDANTOIN. M.I1. LUSTER*, A.N. TUCKER,

. “ONG* and G.A. BOORMAN*. National Institute of Environmental Health Sciences,
osearch Triangle Park, NC 27709,

Myelatoricity occurred in female B6(3i ) mice following exposure to the anticon-
sulsant drug diphenylhydantoin (DPH). Both the multipotential stem cell (CFU-S)
and the granulocyte-macrophage-committed stem cell (CFU-GM) were significantly
depressed hy 50 mg/kg of DPH given in 6 evenly spaced doses over a 2 week period.
Hong marrow cells from control mice exhibited normal deoxyuridine (dU) suppression
~f Jvi-tnymidine {TdR) incorporation. Mice on a folate deficient diet, as well as
mice treated with DPH, did not exhibit normal dU suppression unless they were
~upplemented with folic acid. Folic acid also prevented the DOPH-induced suppres-
sign of CFI-S.  In vitro studies were performed using the CFU-GM assay, and these
~tudies revealed a dose-related suppression by DPY, effective at concentrations as
Tow as 2 » 19°7 M. (Cell cycle studies using the JK-TdR suicide technigue suggested
tnat (FU-S from drug treated animals were not in S phase, compared to 29° in S
irase from control animals., The drug effect on stem cells could be prevented
tath in vitro and in vivo by a variety of thymic factors, including thymosin, which
i known to alter cell cycle kinetics in mice. ODPH thus appears to have a direct
+ffect on stem cells, mediated by an anti-folate mechanism, and resulting in
alteration of cell cycle kinetics.

A o g RSO NG e |
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TEEMATOPATH IO TYMPHADENOPATHY SeOARANG, HL KANNO, HL WAKASAL First Department ol
Path oy, Yoakushaira Medieal Collere, H-00 Supitsuma-cho, bukushima, lapan

Plll -1

Jermaterathine temphadenopathy 0PIy ds a0 torm oot bymph node hvperpiasaa
Characterised By a0 predomimant o paracortial woumulation ot interdigitating
reticulum cel s e and fanpgerhans cells Ghosrs o human DPL L arreguiar Shaped
LA oY i BSeerved an dermas and theve are omany fns o Dosoand
s rophies 3 tuaryanad o sinus and paracertical area ot lvmph o nodes IDCs and o
S peeatand Teaction to AvPmanc, AtP-ase, S=WO o protean and Tea B0 DU are
Gitided ant o twe types by the shape ot onuc leas and o vtoplasmic orpanei ba. althouph
Snnand Lo st samaiar an morphoboey, they can be ditterentiated by the preasence

e i hirbeck eranules. Paperbmentally it oappea s o that LOs carvy antigenis
Stioaias trom the shanovaa the afferent dvmpbaticos to the drasnins Svaph node, buat
thers are not observed remarkable jncrease ot IDCs 1oL oaph node Tike human DPLL Tt
St be Clatataed how Tots and TOs proaditerate and what role they have Lo i

viaphoovtes o T

Plll-2

INDUCTION OF TIMDRICIDAL MACROPHAGES AND GRANULOCYTES BY THE INTRANASAL APPLICATON OF
MiP-PE, A LIPOPHYLIC M/RAMYL PEPTIDE

Braun, D.G., Brownbill, A.F. and Schumamn, G.
Rescarch Department, Pharmaceut icals Division, CIBA-GEIGY Limited, Basel, Switzerland

In rats and mice, a4 single intranasal application of MIP-PE, a lipophylic ruramyl
peptide, dissolved in phosphate butfered saline (PBS) induces tumoricidal leukocytes
in the hags at a dose range of 0.1-10 mg/kg. The tumoricidal activity is optimal one
dav after treatment but remains demnstrable for 8 days. 1f MiP-PE is applied intra-
nasally to rats in a volume of 300 pl PBS and the lungs are lavaged one day later,
nroricidal macrophages and neutrophils are obtained, about 807 of the lavaged cells
being neutrophils. It is most probable that, because of the relatively large volume
(300 pl) applied, MIP-PE enters the lungs, elicits neutrophils and activates them and
the resident macrophages to became tumoricidal. After separation of the effector
cells an a Ficoll gradient a difference in their tumoricidal activity can be
demonstrated: cultures of neutrophils kill tumor cells within 8 hours whereas

macrophages need 3 days. E
Using the BL16/Bl6 melanoma system in C57B1/6 mice, repeated intranasal applications
of MIP-PE (0.1-10 mg/kg) result in a permanent cure of the treated mice indicating ;

that circulating tumor cells have been killed and/or lung and lymph node metastases ! Z
have been cradicated,

R a o
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WOUPRED CRTTULAR MEFCHANISMS OF JI'MOR RESISTANCE FOLLOWING EXPOSURE 100 CARCINGGENTE,
POoYOY O To ARMMATEC HYDROCARBONS (PAHDY VoHLOBFAN, B0 WARD, MU' MURRAY, LD
CAVER, ROV HOUSE,  tChemical Industry Tost, of Toxicology, Ree, Tri, Park, NC 270y,

immuncsuppression {nduced by PAH carcinogens has been fmplicated as an epigeneti
e Banise e the cuterowth of dinftiated <ells,  We have demonstrated that subchrong
xposure of Het 3ED mice to PAR carcinogens suppresses humoral dmmuanito, cellemedfated
cemur 1ty (CMDY ) and resdstance to turmer challenge which was persistent,  This report

uses on the relationsiins between carcinogenic potentfal of PAHS and et tects on
Satural oand acaulred tamer recistance, The arcinegenic PAHs, 7,lc-dimethvlbenzan-
trrasene (DMBAY D d-methvic holanthrene (MCA) | and dibt‘(li[.‘l,?l}iﬂ[?ll’d( ene II)BLJ.!:},‘\) or
tre noncarcinegenic PAHs, DBla, - JA and pervlene were subehronicalls adminfstered
suhoeutanecusiv o at Hy A0, 100 or 200 /g of bhody weipht.,  Natural killer (NK) cell
vtolvers, generation of cvtotoxie J-cells (CT1) and macrophage functions were
ascessed 3=5 dave after PAH exposure, Alleant fpen-induced proliferation (MLC) of
sprehoa vies from DMBAD MUA and DB O I A-exposed mice was suppressed up to 9000 (T
and NE oovteivesis ot radiclabelled tarpets vas depressed up to BET and BlT, respec-
tively, in mice exposcd to the carcinogenic PAHs,  Antibody dependent cellular vto-
toxicity was sipniticantly depressed by DMBA exposure, while macrophage tunctions
were not dmpaired.  ihe extent of NK suppression correlated with impaired pulmonary
climination of intravencusly injected BI6F1I0 melanoma cells, while ifmpairment of MLC
St G responses correlated with increased susceptiblility to challenge with ?YB6
carcoma ells, Nenoarcinogenic PAHs tailed to depress signiticantiy NK MLO or T
responses or susoeptibility to tumer ceil challenge.,  Thus, onlv carcinogenic PAHs
cuppress (MDD tynctions which may be important in tumer resistance,

Pill-4

LYMPHORETICDLAR CELLS, ENDOTOXIN (LPS) AND D-GALACTOSAMINE (D-GAL)
INDUCED LIVER INJURY. J. FIERER and M. CHOJKIER. VAMC, San Diego, CA.
92161 and UCSD, School of Medicine, La Jolla, Ca.

D-gal is a hepatotoxin that has been used to study liver injury in
experimental animals. Although there is evidence that D-gal is
directly toxic to the liver, a number of experiments have suggested
that endogenous LPS from the animals’ clonic flora contributes to
D-gal induced hepatoxicity. To test this hypothesis, we compared the
toxicity of D-gal in LPS responsive (C57BL/6 and C3H/HeN) and LPS
resistant (CS57BL/10ScN and C3H/HeJ) strains by measuring serum A.L.T.
levels 24 hours after an i.p. injection of D-gal 2nM/100 gm. A.L.T.
levels in normal mice are 40 units/ml. The mean A.L.T. after D-gal
was 400 u/l1 in B6 vs. 5400 u/1 in B10 and 400 u/1 in HeJ vs. 1200 u/1
in HeN (6 mice/group). B6 spleen cells were transferred into
irradiated B10 mice (650 rad), and 3 weeks later the chimeras were
challenged with D-gal; mean A,L.T. level was 2500 + 90 u/l in
B10™®R10 controls, Irradiated B6 spleen cells (1000 rad) also
transferred D-gal sensitivity. We conclude that D-gal susceptibility
is not fully expressed in LPS resistant mice and that full expression
of susceptibility depends upon the genotype of a radio-resistant
spleen cell, not the genotype of the hepatocyte. These experiments
provide further evidence that LPS plays a major role in the
pathogenesis of D-gal hepatotoxicity,
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CEPIUUTAR RrnboNsEn Do DIPePel SACCHAF IO N THE MOl LRI EREND HL HARA, KL OMAT USAKT,
MoOHARHIMO D MO MORTR D AND T T AMTANE L et Depar tnent b Patbiedogy, Hoohn Medioal

B v e e g R T et nd Depar tent CoPatheelopy, Pabiao Health
tob oahd e tecteore oor oo hy TRt g,
Ce L tespenie ot P e we e Wi e pua g alter slnve 1noe tion ol e -
iy s e st e s s stadred sy werphemet oy o hastoastor sdiogr gphy
EIEES BER RITIRRE IEORE SRR RRT: ottt aated thvmadine, Tek 0D mice and BATR A nade mioe wers
vt Then e sved i ce ke ot TR pnd therr sy Teetia tvmph onoaes . thvmas,and
sternoal bone nart oW Stoadiet st v ntaan teme sntervals ) raonany trom b hours
1. g Iy i TRy Coaot aterat .o Cothie Bl areans il the »;7:('”lt
whiite paln Wt o Wi T it e g aiter gt oo taon, She labeoan, andex an-
Creogeed bt et G D e L e oLt prodaieration des teased siowly
Poowhou e i wae e e et LAT G Sl e Gn cour s o Lime . K hours
Ve, ot e e e s e st rave e et e or T il tritrated
Phvmi i s aeat o e oy v et hone manr cw and perapheral hiood were an-
S SR L I i Lot e em et T e atter teemidaine ances tron Tabeiany
FRATERR ' I e e we e red et an the whiite poap by WK
oot e Tyt Ty ’ datey Wi e sarc e ntayes ot the Tabeled svmphooo vtes an
peTiphe TS e et gt el ey cords ot the ovepls nodes
e T et e R SIS SR S torratrated thvmidine was demeenstrated
¢ ! ot et e bt ety e aphes 0o marrow shoowed ao cpenn b poant
Teon oL o P : e N I HEL e
' 1

Pili -6

EFFEL T 0P BSTROGE' N RES, WITH SPECTAL REFERENCE 7O HEMOPOIESIS. T. HAYAMA,
Y. NAWA, M. ¥OTENT Department of Anatomy, ¥umameto nivercity Medical Echbbﬁ,
J-S-) Mono, buramoto of e

Althougr ewtrogenic hormones dre known a4 a potent RES Stimylator, there is no

settled view a4 to thetr effecty o the hemopuiet1c syster, In the nresent study,
effecte of g rale phartacologioal dose of eotrigl on heropoletic systems were
exarined 16 adult maie ((H7BL. 6 « OBA WP myoe, Five days after i.p. injection

with 10 mq eqtrigl, many focal area. of hepatic hemopoiesis were observed. At this
tire, the number of nonparenchymal celly 1 the Yiver markedly increased, while the
cellularity of the bone marrow or &80 (ount 1n the peripheral blood sianificantly
decreased. The number of focal hepatio hemopntests was further increased by
transfusion of syngenetc hare marrew celly anty estriol-treated mice. furthermore,
““Cr-labeled bone marrow cell, select yvely accumulated in the estriol-treated mouse
liver. when the number of (F-° was exgrined fiye days after estrigl-treatment,
the concentration of (FL-5 in *he liver rmarkedly 1ncreased, while that in the blood
or in the bone marrow decreased {n addition, estriol-treated mouse serum has
potent aqranulocyte/macrophaqe cclony <timglating activity (GM-CSAY. The elevation
of GM-C5A in the serum was maintained 4t least for 30 days after a single i.p.
injection with estriol.

These results suggest that circulating hemopoietic stem cells are trapped in the
estriol-treated mouse liver, and that estriol-activated Kur€er cells play a central
role in focal hemopoiesis in the liver.
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YOSHIDA SARCOMA ON THE  SANARFTLI=SHWARTZMAN REACTION INDUCED BY TIgtolh,
'.I‘A./}\_RJ_V.\;_ !\'.[.M_A‘H‘Sz’l\fl CoInstitate ot Pathophysriolopy, Slastitute of

Iniversity Medical School, Sreyed, Hungars.

.

Aoty te ot earlier investiygations the prowth of subcutaneous Yoshida sar-~

cma v tivates the pranulopectio activity ot the reticuls endothelial svetem (RFS).
Since EES plavs ampertant roles an hlood coagulation, especially o the ciearance
tothe intravascular Pihrin aypregates, 1t seermed worth wiple to o study the eftect

o Vestida tumor growth oon the Sanaceltli=Shwartzman rea tion anduced by Diguend
sodium peavanethol salphonated. In anbred, male ¥ Amstordan rats wearghiny IHo-coo
Digquerd chottman-ta Roche, Basely an g dose of womp Ton o hody weaeht, 1y, dinduced

i w7 ot the anaimals generalized Sanare!li=Shwart zoan redaction with bilateral

reanal cortical necrosisy however, the same Jdose of Tiguoid 1n rats bearing sub-

cutancous Yoshida sarcoma caused only minimal morpholopical diteration in the kdnes
and oonivoan 0T ot the animals. Since Liguoid induces severe thromboo vtopenia and
vitrinogen depletion not only an the control bhut o the rats bearing sabcutanecus
voshida sarcoma, the refractoriness ot these animals may mainly dae te the st imu-
atory ettect of tumor prowth on the reticuloendothelial activity, This 1s supporte!
v the tact  that other reticuloendothelial stimulants, such as zvmosan, triolein,

»
croendotoxin, are aleo effective in preventing the pencralized Sanareiii=Shwartzran
reaction indaced by Tirquord. These studies support the role ot the RES in the pro-
tection against the conscquences of the intravascular coapulation,

AVCMENTAL oN B FFECT OF MUKINL INTERPEFRON- N CHYDROXYL RAD AL PRoODIY
MURINE MACROPHAGH -0 M, A ISHIDA w. SHIHIA, K, Kx\R}b\.I.Z*, M. KKiIM
Jepartment ol Bactoriolopy, Fukushima Medioai Col 1\-;:5, Fueashim -‘M'&)',i JAPAN.

*olntorteron Laboeratory, Memortal sfoan=Ketterting Canver tenter, New York NY U.US0A.

TION IN
*

muriin mae tophages IMPL L pretreatedd with homelog s anterteren CIEN= 00 0 o
5= hr, augmented chemiluminesoenoe (CLy oconsidorabiy, when <timylated by 4- -

phorbol, Io-r=myristato, d-r-mootate. For 4% hr preamoubation, the €] was not
gmented,

In reac tive oaypen spoodes, OHt prodos tion was i reascd an TEN treated MPs,
However the levels ot 0. and H o0 generations did not hange between TEN treated
and nen=treated MpPs, . o

Our resglts also sugpest that the O production oo dae to the biposvgenase
pathway b ara hidons. acad metabolism,
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MORERC OGTOAT A RGE S ob dEMAN AL RCTHAGE S DN PNTIENT S Wi o e e e e T
S I D HARN e RN e
Minotu ranero, Hitokazu dwdsak i departoment oot oostets i
ey e, nilver ity ot Dsakuabia, vkara-mara, s Tapan
MOrphiedeg i and L hdtacleristio o evidence s ob Uhie thde Topiiaies e Teo G gt
oL toddowing, procesnes i patlents of aadvalloed oval ban ol bnodia,
T N N N P S ST EE S S RIS T {0 E (TSGR LD ATEN OF SUTT R SN UL FENE T DS A
SUTphevhoalo e s b Laiian pertpieral eonioy v les ang poritoneal s et
el Topidpe s geraved Proan o stage G Svarian catednoema were o studjea.
Mactopiaages I oascitie Piald were aiready shewn o the characteristic orutbti
PoLhe Cu i sullace s, hovivw oot e tae b, periptieral nonocytes wereo o ane watey

Wilo peritoncal Piuia of the same individuals,  Morpoodoynical alterations Lnder
O and aced radual sy pscadepadia, enlarged poetal-diae ruttles and spreading
atter b 0oLy oot dncubation,

S oA any Tt G cese v olsampt ion
Cotcose content was medasared asing o TLlucose-t-toest wako' kit. Peritoneal
Cxanate o Doy e s e nermal adnea piygs treated dn o vitro with ascitic
Pliada were e tinate s mamidtesting inreased plucose consumpt ion,

Chase Tesults dngioate that provable dnteractions ot macrophage activating
Cactor MR ) et In tne ascitic flufd ot advanced ovarfan carcinoma and
widd o beaniocoator ot activation which changes the monocyte into the

Dade Foptosce,
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ACTDE, AN ANTIMICK BIAL THAT CONTROLS WOUND: FIBROPLASTA. AL J. KENYON, D.M., DOUGLAS,

S.G0 HAMILION,  thav, Connect weyt Health Conter, Farmington, CT. 06032,
T Alcadhe, a topacal antimicrobial has been observed to reduce collagen tormat ion
inoanpeised dermal wounds, Limit wound sepsis and permit rapid epithelialization. The
ant imucrotiial activity as dependent upon generation of chlorine  dioxide from Alcide

component s, Experiments have been undertaken to establish the effect of chlorine
dioxide on chemotaxas and on collagenase 1inhrbition,  Histologice evaluation of full
thickiess 1ncised mouse (Ch-1,8 ) wounds and guinea pigs (Hartley) with wourds in-
creasing in postoperat ivee age up to 96 hrs. which had ei1ther been treated with
istonie saline, Alcide or glucan revealed that Alcide treated wounds had fewer

inf lammatory ¢e-11ls at 48 hrs.  and at 96 hrs. had little evidence of collagen filling
the dermal-wound gap, however, the basal cell layer and epithelium were closed.
Glucan st imulated wourrds had greater levels of monocytes 1n 48 hrs. and fibroplasia
at 96 hrs. with increased wourx! breaking strength. A profile was obtained of pro-
teins sequent zally eluted by short -pulse ultrasonication of tissues containing wounds
varing trom 24 to 96 hrs. in age,

Mlyacrylamide gel olectrophoresis of these eluates revealed an ancrease 1n
tatds corresponding to collagen when wounds were treated with o 21 protease inhibitor
ardd a decrease 1n wound strength.  Alcide caused a decrease 1n - C-proline uptake and
reduced wound strength, This data sugygests both reduced chemotaxis and collagenase
actvity may be responsible for restricted fibroplasia. Grants from the University
of Connecticut Research Foundation and Alcide Corporation supported this work.

’ e e -
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Kt COGNITION oF FORLTGRESS BY PHAGUCYTES AS OBSERVED BY THEIR RESPONSE TO BIOLOGICAL
RESPUNSE MOJLFTERS. K. MORIKAWA, S. ABE, M. YAMAZAKI, D. MIZUND. Faculty of Pharma-
ceutical Sciences, Tevhyo Hniversity, Sagamiko, Kanagawa 199-01, Japan.

Tne response of phagocytes to biological response modifiers(BRM) was investigated
'n vivo and 1n vitro. Changes with time in the population of polymorphonuclear leu-
kocytes{PMi), macrophages and lymphocytes in the peritoneal cavity of mice after in-
jection of 14 BRM were compared with those of conventional inducers, bacteria and
tumor cells. The response of phagocytes was classified into 5 types on the basis of
1ts duration and extent. Like bacteria, many BRM induced more PMN and macrophages
than conventional inducers. Comparison of the chemical structures of BRM and the
vther agents tested suggested thai common properties of BRM inducing a high response
were their (1) non existence in the host normally and (2) inability to be digested
readily by host enzymes: namely they had the quality of "foreigness”. The in vitro
response of PMN was also investigated by examining their cytotoxicity on tumor cells
in the presence of BRM by a 51Cr release cytotoxicity assay. Of 20 BRM tested, only
TAK(.-ylucan), P.acnes, BCG and zymosan A were found to be effective. The cytotoxic
activity of PMN in the presence of these effective BRM was very high, resulting in
almost 130 cytolysis at an effector to target ratio of as low as 3. All five tumor
cell lines tested were lysed, while spleen and thymus cells and PMN were not lysed.
The cytotoxic mediator was shown to be hydrogen peroxide. When MM46 tumor cells
were injected intraperitoneally with these BRM, the tumor take was reduced signifi-
cantly., These results suggest that BRM may be considered as substances that potenti-
ate host resistance by enhancing its activity to recognize "foreigness” in the body.
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POTEHTIATION OF TUMORICIDAL AC TIVITY BEHUMALLMONIOCY TES BY MUBRAMYL
DIPLPTIDE AN TTS LIPOPHILIC ALIALOG EHTRAPPED 1 LIPOSOME S, S, Mutsuirg, 9.
Sone, Mitsumdasa Ugawarg, tiro Tsubura.  The University of Tokushima School of Medicine,
Tokushirma 770, Japan

Studies were undertoken 1o exaimine whether the tumoricidal ac tivity of human
monocytes can be potentiated by their interaction with MLV fiposomes containing hydrophilic
muramy! dipeptide (MDP) or lipophilic muramyl tripeptide (MTP-PL), Human monocy tes
harvested frorm healthy donors and separated by discontinuous gradient centrifugation ard
adherence were highly cytotoxic to ollogeneic melanoma cells, After 4 days incubation of
these monocytes in medium, they showed little tumoricidal activity. MDEP or MTP-PL was
encapsulated within multilameliar (MLYV) liposomes composed of phosphatidyicholine-
phosphatidylserine, Freshly isolated rmonocytes incubated for 24 hr with liposormes containing
MX or MTE-PL remained tumoricidal during culture for up to 5 days. Moreaver, the cultured
monocytes were rendered turnoricidal by interaction for 24 hr with MDP or liposormal MDP or
MIP-Pt. About 1600 times lower concentration of MUP entrapped in liposomes than ot tree
M in the medium was effective for rendering monocytes tumoricidal. Similarly, about
HU tirmes lower concentration of MTP-PL in liposomes than of free MIDP was effective for the
ac tivation of monocytes, £ xamination of the uptuke by rmonocytes of liposomes containing
fluorescent quinacrine showed linear correlation between the amount of liposomes added to
monocyte monolayers und their phagocytosis. It is concluded that MLV liposormes containing
MDP or MTH-PL are far more efficient in potentiating the tumoricide! xctivity of human
monocytes than unencapsulated, free MDP, (Supported by a Grant-in-Aid for Cancer Research
from the Ministry of L ducation, Science and (Culture of Japan).
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Gl AN THERAPY  ENHANCES HEMOPOILTIC REPOPLLATION, INHIBITS SEPSIS AND
CNHANCLS SURVIVAL IN IRRADIATED MICE. ML, PATCHEN, T.7. MACVITTIE, I BROOK,
o WALKE R Armed Forces Radiobology Research Institute, Bethesda, MD, 1USA 20814

Giacan 1y a potent  reticuloendothelial  and  hemopoietic stimulant asolated  from
Saccharoayces cerevisige. A single intravenous injec tion of glucan into nornnal rmice enhances
siunipotent stemn cell (CF! -s), granulocyte-macrophage and pure macrophage progenitor cell
fLM-CEC, M-CFCQ) and erythroid progemitor cell (CFU-e, BFLU-¢e) numbers. In these studies,
the abihty of gluean to enhance hemopoiesis in anigls hemopotetically compromised by
iIrradiation was assayed. CIH/HeN mnmuce were injected with 1.5 mg of particulate glucan either
I duy betore, | hour before or | hour after exposure to 6.5 Gy of cobalt-60 radiation. On
subsequent days, the recovery of bone marrow and spenic CFL-s, GM-CFC, M-CFC and CFL-e
were assayed. Inoall instances, hemopotetic repopulation commenced earlier in glucan-treated
than in radiation control mice; the inost enhanced response occurred with glucan administered |
day priur to irradiation. Mice were also treated with glucan betore or after exposure to an
otherwise lethal (9.0 Gy) dose ol cobalt-60 radistion. In these experunents, only animals
treated | day prior to irradiation exhibited increased survival (55% survival). When the livers
and spleens of thesc radiation controls and glucan-treated mice were assayed for the presence
ol bacteria, radiation controls extubited significant bacterial colonization from || days post-
irradiation to death. By contrast, bacteria were rarely detected in organs fromn glucan-treated
iuce. Thus, 1t appears that glucan's ability to enhance survival totlowing lethal irradiation tnay
be related not only to its ability to enhance hemopoletic recovery, but also to its ability to
enhance resistance to bacterial invasion which secondarily occurs following radiation insult 1n
the hemopoietic syndrome dose range.
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ATYRIUOAL LETTERER-STWE DISEASE W1TH MARKLD ERYTHROPHAGOCYTOCTS v TLONEMAT L, &,
POLOE, el TAKAHASHT, kL SHIMEZU, uL JATANABE . National (hildren’s Hospital, Natvonad

incer Center Research Institute,

telationsihip between the veperalized torm of letterer-Siwe dicease tariliag

cretiaertaeeettic reticnlosts and Bistioovtic medullary retieulosic has not been
tarited. lhe present case we considered te heleny to Letterer-Siwe discase, bue
Clinfcal manitestation was more oimilar to those of hicstiocevtic medullary retdioulon-

Pt patient had acborrheic eczema on his bead a tev months after hirth, At 1+
Lear vie, be was noticed abderinal distension due to hepartoaplenemeraly and severe
arria.s A scalene node Bopsy reveated zenal preliferation of SI004H1eg=Neas Tozon
Listioevtes, and he was treated with PSS oand VIB under a diamosis of Tetterer-siwe
cisevasc. He was reterred to the Natjonal Children's Hespital at 1w Bomos-old with
warked hepatosplenoresaly and ayvressive pancvtopenia, Perfpheral Rlood revealed
SArFed aneria anc panovtopenia with ervthroblastsand reticulocvtes, Coomhs tests war
necative, and there was ne hvperlipernia. Bone marrow revealed ervthroid bvperslacia
and histicovtosis in which histicevtes vontained Lanpgerhans cranules.

Pancvtorenia became worsened, despite ot the MIX treatment, and he deteri- rated!
with invreased hepatesplenonerale and died of herpes simplex pneuronia 7 =months
atter the adeiss<sion, Avtopsy revealed marked hepatosplenomesaly Cliver 1030 o
spleen b3 0 and inveluted thvmus ) ey Lvmphadenepathy was slicht and bhone marrow
was tibretic. Proifteratinge histiocevtes were characterized with varions sencelonal
antibodivs and revealed o phenotope of OEMIT LAY macrophices,

)

{ATED INDIREDT RFFRECT F INTERFERGNG N THE N VIV THMOF CRLL GRwlHL

Vg oS Fnamazu, s, Muramatsu, Cepartment ot Jaology, Faoulty ot

Clence,

'\'!.X'Jt'lf;l'.‘,', Sakyo-Ku, Kyoto & e,

Ao anterteron CIFNj-resistant tumar celd line (R was estabiashed from Metn A
frnrosarcoma cells uf BALR o mice. Kl veils proilterate well an vitro an ¢he
presence of nagn units ewg. 10,000 Iomb) of murine IFNC - prepa—rﬂed from viras-
infected L-ceiis (L-IFN) ¢ recombinant human IFEN oA D A L-1FN, Nippon RFoohe
Kesear: 1, Jenteri, Lally 1.p. admini st raddesfbeeob LoIFN or A D=-IFN fOor two weeks to
FALE. ¢ mice 1noculated 1.5, with Kl cells resulted 1n the reduction ot RI cel]
growth in *he jatter period ot experiment. This contrasted with the case of a IFN-
sensitive Meth A cell jine (&51) of which growth was suppressed by IFN more acutely.
Tre popuiation of peritoneal macrophages (M@} i1n Rl-bearing mice was larger i1n IFN-
treated than !FN-untreated mice, and the time course of the i1ncrease of M@ numbe:
seemed to parall . that of the efficucy of IFN., The labelling index ot M@ after 1i.v.
inlections of H-thymidine was increased py the administration of IFN. M@ obtained
trom [FN-treated -~ Rl-bearing mice were highly effective in suppressing the in vitro
Kl cell growtt in a low Mg-tumur cell ratio, 1n comparison with those from either
IFN~untreated - Rl-bearing mice or IFN-treated - non-Rl-bearing mice. These results
indicate that the growth of IFN-resistant tumor cells can be suppressed by Mg 1n
IFN-treated mice, and that tumor cells and [FN synergistically stimulate the
recrultmernt and actaivation of Mg,
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{1 TKASTRUCTURF OF CCEDAL MACROPHAGFS IN SPLUFNS FROM PATIENTS WITH IDJOPATY I/
FERCNBOCYTOPINIC PURPURAL Y.YAMASHITA, T.ISHIHARA, T.YOKOTA, M.TAKAHASHI,

PLUCEING D NOMATSEMOTO, }iIFleﬂﬁﬂir{Ftht at Pothelegy, Yamaguchi Universfty Schoc)

vediiine, and the Schoel 1 Allied Health Scicnces, Yaraguch{ Univercfty, Ube,

.

“h, Japan.,

spleens from 28 patfents with idiopethic thronboceytopenic purpura ¢ [71F )
were cheerved histologically, {mrunohistolepically ard electron micrescopicelly,
Coonsing cur attention or the ultrastructure of cordal macriphages, Spleers trom

pattents cortained feamy cells in the red pulp, and some 0 them revealcod
fmruncreactive materiale for anti-platelet ontibody within thelr «yvteplase,
fieotren micrescopically, cordal macropbages centafned platelets ir varied stages

intrecellular degradation, and those contafning rurerous myelinlike waterials
were estinated to correspond to the feoamy cells in the ITight micreoscepy. In the
revafting U spleens, foamy cells ware rarely obscrved. However, mars platelets
were phagocvtesod by cordal macrophages.

Tt is suggested that fn case of accelevated ard/or long standing platelet
phagcostonis, the amount ot ingested membrane constituerts is hevend the capacity
et Vresemal digestion, ard that the fncempletely depraded myclinlibe materiale
Aty rort responsible for the feoamy appestonce of there macrophages,
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Tef ENMANCED RELEASE OF INTERLEUKINS AND CHEMOTACTIC CYTOKINES FROM RAT ALVEOLAR
MAZRIPEAGES AND T LYMPHOCYTES STIMULATED WITH DUST PARTICLES. Y.OGHISD, Y.¥UBOTA,

ALTOIRNT, VL MATSUOKA, *D.P HARTMANY, *E.KAGAN. National Institute of 2adioTnqical
wiences, Chiba J6), 1APAN, and *Georcetown University School of Medicine, .ashinc-
tar D0, I, USA
Alveolar racrophaces{AM) play an important key role in induction of pulmonary

irterntitiagl fibrosis after dust inhalation, We previously observed the release
o the o rtemotaxin fron AYM of asbestos-inhaled rats. Since there is Tittle infor-
mation about trmrunorequlatory mediators from rat AM, the present study was done to
1nve Lt igate the release of cytokines from rat AM as well as splenic T lyrmphocytes
SCoostimulated - 7cn with fibrogenic silica and asbestos dusts. Normal adher-
ert AM Lonslation was recovered by bronchoalveolar lavaqge, and normal SC were ob-
taine1 from nan-adherent population passed through a nylon wool column. Culture
wupernatants from rat AM stimilated with varying doses{ 5 to 1000 . ™"} of dust
psarticles induced proliferative responses of thymocytes from C3H/Hel) mice to PHA,
wrereas AM cyltures, by co-stimulation of dust particles and LPS, enhanced prolifer-
ation of rat fibroblasts/NRK cells) as well as mouse thymocytes. Co-culture super-
ratants frar AM and autolocous SC stimulated with dust particles alone also enhanced
prolifergtior of moyse thyrooytes under the presence of mitogen. Interestingly,
‘rege superndtants fror both AN Cyltures and c(o-cultures stimulated with dust par-
*ti_te, were aLoonpanied with chemoattractant activity to rat resident AM, as well,
These interieshing and (nerptactic cytokines have a significant implications re-
qariiro the pathgaenegry ant drrygnological basis of pulronary interstitial 1is-

orders by inhaled particles.

$13-2
L AR HE N 0 PONCANANVATEN A TN THE MOt L SPT b N, oo MATSUSAR D, M,
. ORLh L, L -'\A‘Lv‘\r.\'i AND HL i{(\KA. Tat Department ot Pathooo ey, Kochy Medioal
oo, hohimche s Nanwora, Fochie S0 and rub b Health o Tastitate o Focha Pret,
Koot S, Ayt

P stady was portormed to evaludte cardy o cellalar responaes te conanavalin

A o0 an the moase spieei, using morphomet ey, auteradiocraphy oand oo crporatien
cotritaated thivmidine,s TCHOWL mice, D to S weeks o g rescaved o single intra-
Setsoan oot it g ton A an Ul o mlosacane and werse wriled At vartous time

patetvan s, tatyany trom 6 hoars to 3 davs, 100 g trataated thymidioe wis admings=
nt oot

tored gntravenoasty b hoar priar oo osacritice.s Con A prodaced satked cniareet

tha splese whate gy with numercus biasts in the T ooct]l sones whao B teached mas-
Pt sty oy s hours atter als ahrpection, 2 the autoradivgtatis, markedy 1n-

ol oased nathve s Poantensody dabesed ceiis were demenstrated an the bocell sones ot
the Wha e oy L The el imes were expatnding and the B ool zones were compressed
to the petaphery o the tolitcless The red pulp showed variv loss ot hematoporetan
clin e cne rpement with red bhlood cells, Marked boastic probiteration of hemato-
et ety howewer, appeared an the red pulp by le hours and became masimal by
emo e Fats e b whate palpored puln areas and numbers ot labeled celis an the
white pdp e teased to aimest ol Timits by d-g davas, The ancorporation of trg-
toated tnvaadine per osplecs and per omy spleen anoreased matkedly oand reached o pean
AU hears after con Ay This was it agreement with the histology which showed mark-
cd prosateration of blastie cells an the red pulp by @8 hours, Thyvmidine uptake in
the thvaus and Tvmph nodes was Tess prominent and showed no signiticant anereases,
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SURPRESSED LYMPROCYTE PRODUCTTION BY A TRANSPLANTED GRANULOCYTNSTS INDUC ING MAMMAD ¢
CARCINOMA IN MICE, MY 1 FE, G, M, FULAOP, €, ROSSE,  Dapartment of Ynloqical
Structure and Medioine, Ymiversity of wWashington, Seattle, WA a¥194,

Mice bhearing a *ransplantahle Cf mammary carcinoma have qroat\y qugment e
neutrophil production coupled with marved deplation of lymphaocytes in the bone
marrow {{ee and Rosse, fancer Res, 42:125%4%, 1982)., To test whether the marrow
lymphocytopenia was due to raduced rate of lymphocyte production ar to
Tymphacytolysis the rate of appearance of newly produced (3H_Tap Tabeled) B cells
{statned tor cyrtoplasmic and syrface expression of 1gM , chains) and non.§ ([gM-)
lymphocytes was assessed at weskly intervals after Ct tumor transplantation on
radioautoqyraphs ot bone narrow and spleen cells prepared ), 24 and 4H hrs after the
termination of a 28-nr continuous 1afusion ot 3H-TdR, Following tumor
transplantation, marrow B lymphocytes initially increased, while Pre-B cells dropped
to harely detectable levels by the end of the first week and have never appeared 1n
*the spleen. Subsequently, there was a maried decrease in both marrow and splenic B
lymphocytes. The results sugqest that Cf mammary carcinoma cause a progressively
decreased rate of small lymphocyte, B cell and non-B lymphocyte production in the
bone marrow which 15 not compensated for by S, splenic lymphocytopoiesis,

{Supported by DOf (ontract 79ty 10270)
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DUFFERENTIATION OF PROTHYMOCYTS, INDUCTD BY THYMIC HORMONE T0-1 OR TRYPSIN. | OH.
fYLAR, Dept. of Biochemictry, Medical t'niv. of Puerto Rico, »an Juan, PR, 009 3¢,
and W, FUDENBERG, Dept. of €1in. and Basic mmunol ., Med, tmiyv, of South Carnlina,
(narleston, S.C. 29407 .

Incubation at 37 in vitro of nude mouse syleen prothymocytes, prepared by
tovine <erur albumin qradient centrifugation, with thymic hormone preparation TP-]
"1-10 nqiml) for 2 hrs induced the Thy-1~ to Thy—l’ conversion. (ytotoxicity assay
was performed by counting the number of cells killed in the presence of anti-theta
serum and rabbit complement following incubation at 37 . The TP-1 was highly
vurified from calf thymus by heating, ultrafiltration and Sephadex (-25 chromatog-
vaphy .  Tryssin (1-50 .q/ml) treatment of prothymocytes also 1nduced the conversion
to the Tny-l‘ stage. Maximal conversion (20-30° of total cells) required 120 min
incuytation with TP-1 or trypsin. The effect of trypsin was inhibited by prior
heating Or by soybean trypsin inhibitor. 1t has been shown that trypsin can release
g51lycoprroteins from surface membranes, and induce cell division in confluent fibro-
tlasts. Thus we conclude that trypsin or TP-1 act by perturbation of a membrane
recertor which triggers the differentiation process.
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PSOLATTON O FUNCTIONALLY DISTINCT RAT MACROPHAGE STBPOPTULATTIONS BY PERCOLIL DENST DY
CHAGTENTS AND CENTRIFUGAL PLUTRIATION .

Hobht KT bt Hl}li'.\1 and WILLIAM S, WALKER®
Ih4p| Piectron Microscopy, Medical Faculty, Froe University ) NLO1OO7 MO Amsterdam
<P Immunciogy ., St Jude Chaildren’s Rescarch Hospital, Memphis, TN 3H101

Kat peritoneal normal steady state cells were fractionated in mast coells, easipo-
phibic pranulocytes, lymphocytes and macrophage subpopulations. Bagsed on their buovan!
rnsities anoa discontinuous Percoll gradient tive macrophage subpopulations could be
iroaated and as a byv-product (based on their high densitices) guite pure fractions of
mant «olls and ecosinophilic granulocytes respectively were obtained. Based on thear
ditferences in cell s12¢ an a centrifugal elutriation at least seven macrophage (Mg
subscts were asolated and ag by-product a very pure lvmphocyte fraction could be ob-
tatned  In both separation procedures the overall viability was 909 and the cell
recovery ranged trom 531002 Flectron microscopy revealed excellent ultrastructural
and «ytochemical preservation of the different cell tyvpes and macrophage subsets,
especially after centrifugal elutriation. Functaionally, the high density Mg subsets
(Percoll gradgient) were only slightly enriched for AP as compared with low density
M subsets however, large si12¢d Mg subpopulations (centrifugal elutriation) were
dramatically more capable to mediate ADP as compared with small sized Mg subpoupulations
(= nx) Thas difference parallelled the capacity of large Mg to phagocytose much more
SHBO (microvisual evaluation) and an i1ncrease in Fe-receptor activity (rozetting assay).
PFrelimanary experiments do andicuate this 1s due 1o an increase 1n number of Fo-receptors
per Gnit o cell surface arca an these large macrophage subscts.

S14-4

STERTREIDRTION T S0 LINES CERIGEL fuop A
TORTORD R INOUE, by RC

PLT T CECL LE REMIA AND LM oML AT
T

ToRRETE P AR L LT L SOMPRTELWA Terartrents of
Tathelory | Ctorvinclaryrncloay’, and Suraery’, Shirane Medical Univ., lzume F97, apan

Sia ovirys procucing and ore non-producirn cell Tines were established. The former
were dlvided into IL-7 dependent !} and irderendent 7 cell Tines. [ cells were
wmailer and 1ndistincuishable from normal 1ymphohlasts whereas | cells were laraer
Tepreric cetls, T el differentiatior artiaens as well as ‘unctional [L-7 receptors
were well expressed by ©ocells, whereas la antigenrs were always present on the sur-
sace 0 both U and L oceils, Virus production was variahle amone those cell lines and
“rowed rCocorrelation with the expression of ¢ifferentiation antinens or [L-7 recept-
rrs. Culture with mediur supplemented with human cord serum had cells keep expressine
trese cell markers ‘ar hetter than with fetal calf serum without addition of 1L-2.
L/mehiocytes infected with ATL virus in vitro and lone-term cultured with or without
L= were examrined and revealed that much of the character of ATL cells appeared aon
*hose infected cells.  Thys experiments with those transformed lymphocytes miaght
irovide with materials for the analysis of mechanisms underlying malianant transform-
atier,

fovirys non-producing cell line appeared after the culture ot ATL cells., They
facked ATL provirus qenome, but were unique in that about & of cells possessed
ruclear or cytoplasmic antiner which reacted with antibody present in high percentaae
o¢ 771, nasopharynqgeal cancer, infectious mononucleosis and malignant lymphoma
rati1ents . This antiagen seemed to be different from known {BV related antiaens and its
#xaCct natyre are under extensive examination,
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TUoN o nEMAN MONGOY TE cR L L INED BY ONA TEARSEIOT IO e VAGAfA. h. GING,
WAy St v antern Voo of Medicine, Hronx, NY 104361

A P energted tosdr micnion 0 el Tines feor peripheral blood
ety trae b g Wit hot e VA0 TR rgtated it origin of

NS et et frae the 31T cepimange i el Yine

.
e attan g
vethylene o)y 0l was aaed 1o fuse a ldf“:1 nrecipitate of DNA with periphera)
tinod monong: Tear cell< grown 1n the presence of monacyte speci*ic qrowth
tactors.  ba,e Tines ha,e been ohtained. A1 lines phtained phagocvtize
Tates bpado ponspon Fooang 0 receptors. A1 secrete [yaazvme and coillagenase
et qtactn positively for non specific esterase.  In addit-on all the 1ines
caprens [eMUoang (ML ntigens, and exprest bhoth 07 and 5 antigens.  Trhese
nen st late Loth adloneneir and autolognys mixed Tyrnhoovte reactions ., We
v arrernt gt ydyirg whether they can sub.stit jte for primary monocytes as
poessore cel e tnoartygens precentation assaye.

S14-6

FSTABLISHMENT OF HUMAN MONGCYTE CELL LINES AND SECRETION OF INTERLEUKIN 1.
A0 TREVES, V. BARAY, M. YEMIN M RALPERIN, M, HALIM], Y. MILNERP. Department of
Radiation & TTinical An cnToqy, Hadassah Unjversity Hospital, P.O.B. 12000,
‘erysalem 91 120, Israel.

nothe present study we investicated two methods for the establishment of new
raman monoblastic cell lines which preserve some nf their ability to secrete
monokines. [n the first method, we have developed hybrid cell lines between human
peripheral hlood monocytes and the mouse myeloma cells NS1. These hybrid cell lines,
which uriginated from a heterologous combination, maintained some of the human
chromosome complement and their mixed karyotip remained stable in culture for longer
tnan two years., Some of the hybrid cell lines secreted constitutively an interleukin
1 {1L1) activity to the culture supernatants. Biochemical and biological analysis of
the secreted product indicated its similarity to IL] activity secreted constitutively
from primary cultures of human morocytes. In a second approach, we have studied the
vonditions for t he establishment of cell lines from patients with acute myelo-
monoblastic leukemia. We have developed a method which combines the use of
macrophage-feeder layer and cloning in semi-solid media to improve the rate of
success in the establishment of such cell lines. By this method we have established a
new mono-myeioblastic cell line which constitutively secretes an [L! activity to the
culture supernatants. In addition, higher IL1 activity was obtained following incub-
ation of the cells with various macrophage stimulating agents. Other established

m{elo-monoblastic cell lines were also found to secrete an L1 activity, but some of
them also secreted dializable as well as non-dializable factors which inhibited IL1
activity.
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FAPTD DTAGNOSTS FOR MALTGNANT HISTIOOYTOSTS BY BUFFY C0AT PREPARATION, BONL
MAERROW ASPIRATION AND LYMPH NODE IMPRING ANONG  PIANKTJAGIM,  Division of
Hematclogy, liepartment of Medicine, Faculty of Medicine Siriraj tlospital,
Mahidol Univers<ity, Bangkok 10700, Thailand,

Malignant histiocytosis 1s a rapidly progressive disease. (linical
presentation usually mimics infectious diseases. Prompt diagnosis may alter the
clinical course with the hope to prolong survival and eventually to cure in some.
We are presenting the values of buffy coat preparation, bone marrow aspiration
ard lymph node imprint for rapid diagnosis in 50 patients. The diagnosis was
rainly based on the presence of malignant histiocytes and phagocytic cells., These
malignant histiocytes showed plemorphic appearance which may be a) lymphocyte-like
with small distinct granules b) monocvtoid or monohistiocytic histiocyte
¢, blast-likhe with small distinct granules d) blast-like without granules
e; blast-like with vacuoles f) bla<t-like with granules and vacuoles. The size
of these histiocytes varied from 12 L to 30-70 u. Phagocvtic cells showed
variation in maturity. The degree of cytophagocytosis were also variable.
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HARACTEFRICATI N GF HISTIOCYITo RIS OIN MATIGNANT FIBROUS HISTIOCYTOMAS
FLoRoncbl, s Klevne amd CUALML van Unnie, Institute ot Patholops, Pasteurstraat !
voldoHYN U tres bt

Majienant 1ihy e hilstioo vtemas (MFHG manitest a taibrohlastic and also a histio-
v o morphology, The vrigin of the histioevt:. tumorcells is not vet vlear. From
witare and electron mieroscopical studies 1t has been proposed that thev could
riyinate from unditterentiated or tihroblastic Lells, On the other hand the histio-
vt1 vells share manvy characteristics with mone vies, se that alse a monocvtic erigir
fas heen sugpested, The purpose of this studv was to characterize soft tissue tumors
(SEEe and malignant Bistiocvtosis (MH) with several menoclonal antibodies and anti-
wera on trozen and deparaftinized sections, None ot the STT cells express monoacvte
wpecitle determinants, whereas MH tumor cells were prominentlv positive. All ot the
Ml o tumors express fibroblast specific determinants. HLA-Dr/la antigens were present
moall MH, on S0T ot the MFH, but not on other STT. Peanut and sova bean agglutinin
bindingssites are present on MH and on a small part of the MFH cases. MH and MFH
cxpress hoth .tlph.tl-.mtitrvpsir\ (ATiand alpha, -antichvmotrvpsin (ACT) antigens.

Iherefore we propousc that the MFH tumor cells do not originate from monocytic
vils bt trom (undifferentiated) fibroblastic cells, During transformation into
Histioewte-like (ells these cells can express several characteristics, which they
shire with tiecue macrophages, o .er which HLA-Dr/la, AT or ACT antigens.
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OINFECTTON BY HTIV AND EBV DN HUMAN IYMIPHOMAS . Ko MARUYAMA, S, MOCHIZUKID, K,

SAWAMURA, MLOMIVAUCHT, 1. FURUSHIMA, N. KOSHIKAWA, T. TAKAGT, M. NAKANO*, 1.0,
TAMIRIUSA Y gnd VLo T NEX O Chiba Cancer Center, Chiba 280, Tapan, "Rvukyu tni-
vererts Soheo] of Medicine, akinawa Q000 Tapan, and A*Cototech, CN 9010, UsAL

ihe poasible dual involvement ot HTIV and EBV was examined in 41 non-tHodekin's

1

CNH and B Blodekin's (Hy Tvmphomas. Sera of these 51 patients were tested in Biaa
At Do ditution to puritied HTIV,  Sera of 5 NH o and 1 H patients were pos{tive,

I oouitures derived from tumorous tissues ohtained trom 18 (14 NH, 4 H) of these
Patic 1o owere examined by electron microscopy., Particles resembling retrovirms wers
wenoino 1S (e N, 2 Y cultures, Herpestvpe particles were seen in 9 (7 NH, Ol oor
Gerne cultnres. tultures derived from 3 (2 NH, 1 H) paticats whose sera gave bich
CESA vadues to HTLV were tound to produce particles resembling both retrovirus as

we il oas herpesvirus,  Varving percentages of cells of these 3 cultures reacted by tin
et Lnorescence with monoclonal antibodies to difterent proteins of HTIV, and were
PhhA-positive. Kesultys of surtace marker analvses by L-Roand EAU-R, immunot baores-

conce with ditferent monoclonal antibodies to f-cell or B-cell surface markers, and
immunethead assavs showed that PHE of cellv in these rultures had B-cell markers and
that some numbers of cells had both T- and B-cell markers. HITIY and DBV in one o
fheee cnltares were easily transmitted to peripheral blood lvmphocytes ot normal
ndivitaals and induced unique chromosomal abnormalities, Atter intection,

1
HE Tormpiocs ten vxhibited remarkably enhaneed growth.  These result- indicate th
™ ; i lemphomas partioularly those with lineape int e lity mav be intected daal-
1 ]
Toome HUEY and PBV that are capable of transforming cormal lempho vteso The role o

trhewe vituses in pathogenesis of human bvmphoma sheuald be rarther fnvestizated,
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HUMAN MONOCYTE CHEMOTAXIS: 3 POPULATIONS DISTINGUISHED BY FUNCTIORAL AND FLOW YT
METRIC ANALYSIS. E.J. LEONARD, A. SKEEL, F. ALTERI. NCI, Frederfck, “b 21700,
Only 20-40% of human blood monocvtes migrate to chemoattractants., Ta analyvze
the basis for non-responsiveness, w used a fluwresceinated tetrapept ide attractant,
tMet-Leu-Phe-Ly-FITC, tor hoth ligand binding and chemotaxis. In 5 experiments tiec
number of monocvtes that migrated to the optimal attractant concentration (10N
was 34 + 37 of the {nput number. For ligand binding, cells were equilibrated at
with f.“l;‘{—Lt-n-Ph(‘—l.y'FlT(:, washed, and analvzed for fluorescence by flow cytometry
of Individual cells. This had the advantage over tulk binding studies of determining
whether all or only a ¥ of cells bound the ligand. Binding at 0°C was complete
within 20 min and was inhibfted by unlabeled peptide; saturation occurred at 1677,
At saturation, 53 + 37 of the monocvtes had detectable ligand binding. The apparent
(uncorrected tor qiwm*hlng) number of fluorescein molecules bound per ligand-binding
monacyte was 39x103.  From this individual cell analysis we can define 3 populations:
(1) menocvtes without receptors for the ligand - about 507 of total blood monocytes;
{21 Ttyand-binding monocvtes capable of migrating to the attractant, comprising 2/}
of the total ligand binding monocvtes (34Y migrators/53 ligand-biading cells): and
{3] the remaining 1’3 of ligand binding cells, which did not migrate. Thus, chemo-
tactic unresponsiveness may be due to absence of ligand bYinding or to events subse-
quent to ligand-receptor interaction. We have 2 examples of the latter (diminished
responsiveness, but unaltered ligand binding): [l] {mmature monocvtes that repopulat.
the circulation durfng leukapherests-induced mnocyte depletion (Blood #2:91R) and
[2] moncavtes atter vultare {0 antologous serus for only 2 hrs, the dimintshed ro-

noe

sponsfvencss ot which can be provented by I07PM serotontn (Fed Proc 43:588 1984,

$16-2

e R A S e e SN TN b O RLCERTORS N U4 8] LELLS. J.b . Cnenowetn,

Lede boderbery, anad K, von Wedel, VA Meaircal tenter, San ieyo, CA 47161 "7
The Lorplie ente ferted chemataotic tactor Lha diapfyldtluxin hinds Lo speciti
feceptors togng on granulsiytes, diofially, the hudn histiocytic cell line 93/,
wheEn ot T contingous caltire, does nut specitically bindg eitner 1992 or
fiaorescene-labelled hanat Lod,  dowever, atter culture ot these cells at an
ertial densaty of s x 1P cellsnd tor 72 nours an tne presence of 1 oM
Trmtyryl AW, 30 cells express Coa receptors tndt iy e readily detected
by evtner TOTo0 ang st assays or tlow cytometr,. witn 17120sa serving,
a% @ Dlyany protie, tne 154 receytor ot ibutyryl GAMe-induced cells has an
apparent £a ot 1 oto /2 aM, Tyncally, tnese cells express an dveraye ot 1/0,0i0)
A fereptars after Induction andg /0 Ly ad percent ot tne induced cells
STaIn Witn tliorescene=""g, hutyry | AR -tredted cells not only acquire {4
receptors Dol alsa DeCuw responselve Lo this Sthrwlas,  Hor exdaple, 054
pPumules Doth (nenotaltic ayration {Lus 20,3 to d.5 0 and degranulation (Lo,
tar g-ylucironidase gana h-acetyl-g-jlucosammidases 1,0 tu 1.5 nM) ot dinutyryl
CAMP-Induced cells, Additionally, the (oa receptor ot these cells remains
functignally dctive 1o both Cytoplast and plasma tanbrane preparations, These
tindings demonstrate tnat: 1) dibutyryl cAMP promotes expression ot both
olryopeptide chemutdctic tactor (Kday, Lt, et al, Int, Jum, d41: lloo, 1933)
ang Lha receptors on 1437 cells, ) tne (9a receptor of these cells is functionally
tngistinguishable trom that of normal granulocytes, and 3) these cells may be
extremely useful for turtner tiochemcal characteristization ot the Cba receptor.
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EFFECT OF fMet-Leu-Phe AND AUTOLOGOUS PLASMA ON ADHESTON OF HUMAN
POLYMORPHONUCLEAR LEUKOCYTES

TATUUICHT RO SAKATANT, s e BO0 R, DU KRG S aavtawa, e P
PR e ToyaAT T o Bashologe, Padiation BEtrecta @0 gy o,
it Mare ot Canan,
N N Tooareattracearts S Mo S bhe 0EMIE D ard o a st ol aoan
S VOOAL L s e s Kot ies o vrorthonaiean Toakoe, teg
[ Wl oue Y gt 1t order to clacidate reguiation of
MLt meten an cntlarsatary, s1tes, Treatpent DYy constant conoen -
Trate s e gt BMIE ad ottt le cttoct on PME adhesion veloog -

ot wt e niangd, treatnont Ly FMLE concentration gradient

IR Prresss b adnesion velectty and the sappressive 6 et o
MO Tore preToynent g the roesence of AR, Treatment by 10 or
L eower satire caoern of adhesion o celocrty, Low concentry -
e roomradier s et EMLE s ke dly enthanced e Sappressive of fect o
She PN e D W shown o to e stamalated beothe Sappressiorn

Poadbosnor e et g the prevence of AP or snder FMLE concon-

cee resalts s igaest ottt siasma facrors and

TeTEAatt st ant o ger rGaetter tG rearalate PMN O anoet 1on throuah
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VTV L3NS BORE MARMOW TRANSPLANTATION IN A PATTENT WITH LYMPHOMA TYPF AXTT T CELL
TWIMTAL LA, FUSAKAL, KLYAMAGCHD, PLFAWANG, FLTAKATSUKI, The 2nd Dept. of

ety M inee, Firapc-t o ;I".')l\.’!‘l,‘i;"‘.‘ Sohews] ot 7“‘41“1"\!', CLSUMIDA,  Mational
Swoea Cerera, Hospital, MUYOEHIDA, canevr Tnstatute, Jopan,

B

Comvear= B fomale with Tymphoma tvpee adult T oovell leukemia (ATL) was treated

Wittt o ks cheperadiotherapy and aute Dagpous bone rarrow transplantation. She
w vl Tane 9, 19K4, because ot 0L vy gl yrphadenogathye. The
ereit eyt owne d00h per cent s WG was 9,500, NGO OabncrTal e lls were fourkd in
el Blood and hone marrow, C Ga scan Laciosxd onle abnermal o aptake of 1,
Ceste . The ey nuodde baopsy revealod nor-Hodgkants emphoma of diftuse larage celdld
e . e brgd node vl s were SRIC rmosette o jtive T ooells, The ant i -ATLA(ATL
eocatesr oantigen)  antalaoddy  an senam owas o pnest e, HTLV proenairal DNA was
sepcccrtedd an et oxde v lia, but net oan pernipheral blood yrphoestes and bone
Wt oW Live Fro o rhese data, steowas diagnosesd Iymphoma tpe AT (Yamagquchy et
v, Bl 10%4) L From o che manth hospatal day she was treated with o locail arradi-
Vo e el neck(eatal wese B0 Gy, o the 20t hospital dav o rthe caleigm was U500
Ty, Pror e 27t R ohospital v rhe was freated with oyrbination cherotheragn,
Py te traregolantation, che was mnven darge Close cyelopheephamide and G0 Oy rotal
tondy lrvadiation,  (n Marcn T, D9R4, cryopreseved autolonous bone marrcw was fhawed
Infusest v e et pent . Alter transplantation she ie welll Autologous bone

T Iw tranepoope et ation may dee otee cf recommendal le approaches for the treatment of

SRS e AT

LAY

ANTIRERA AGAINST THE INDUCER FOR THE DIFFERENTIATION OF HUMAN LEUKEMIC CELLS TC MONO-
CYTLS-MACROFHAGES . ) W. CHIAD*, K.LEUNG'. * New York Mediial College, valhalla, NY
1598 and 'Ohio State University, Columbus, OH 43210.

Human myelotde leukemic cells from cell Jines or patients with acute myelogenous
teukemia have been demonstrated to be induced to mature by a | cell lymphokine from
Vymphoc yte conditioned medtum. In vitro maturation 1nduction and the lymphokine activ-
14y have been assayed in liguid culture with leukemic cells. When leukemic cell line
HL-60 promyelocytes are analyzed with lymphocyte conditioned medium, a terminal diff-
erentigtion tu monocytes and macrophages 1s resulted. The mechanisms tnvolve a cessa-
ston of cellular proliferation and expressions of characteristics of maturing mono-
«ytes-macrophages including an acquisition of complement receptors, phagocytic function
and mature morphology etc. Antisera against the lymphokine maturation inducer activity /
have been obtained 1n rats using the inducer as antigen isclated from serum free culture
medium conditioned with PHA and alloantigen stimulated normal human peripheral blood
1ymphocytes. The inducer was purified after salt percipitation, DEAL, ge) filtration
and 5D% elwrtrophoresis and retained the full compliment of induction activity, [ncor-
poratiun ot the antisera into HL-60 differentiation culture resulted in a dose related
blockage of the maturation development. The cessation of cellular proliferation and the
meture cell expressions were both reduced by each antiserum. [solated 1nducer snowed
NU  t. -4 v Interferon activities and the antisera did not hlock the antiviral activities

of these interferons. The maturation inducer as a regulator tor monocyte-macrophage dev-
elopment is suggested.
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CARYCTYPL O EVOL T ION OF THE TRANSFORMED RB-LYMPHOCYTES WITH A t(%;14) 5. FUFUHARA,
OOYAMR) WAL e, nkNO L T, KAMEZART, M PANHAGT, ¥, KITA, K, NASH, Mo NISHIGORT,
dOwINO, e, YAMABE . Faculty of Medicine, Kvoto University, Yyoto €06, Japan.
Tooevalgate the tuymnrigenic significance of chromosome aberrations, we examined
Canded-karyetyoes an 10 patients, whose tumors contained clonal cells with a ti8;14)
RS dne patient had diffuse mixed-cell Tymphoma following common variable
e aradefiotend v, and the major tumor population showed veripheral T-cell
srorerties FoRPEC K3 R -4), In this patient, mitotic cells from the lymph node
wiere obtatned only by the stimulation of T- and B-cell mitogens: PHA-respondent
w1l rag 4 nemal ferale barvotyvpe[46,XX], and PWM-respondent cells showed *he
Crenence of two o cell papulations[46,XX/46 XX, t(R;14)], The other 11 patients had
carvon tepes of non=T7 cell malignancy, and available mitotic cells were easily
wtained withe,t any mitogens, Four patients with diffuse large cell lymphoma and
ore sat et e the leukemic phase of follicular small cleaved-cell lymphoma had a
“tec Ture <howing highly complex karyotypes. On the other hand, € patients with
f1¥fuse <mall nancleaved-cell lymphoma including Burkitt's lymphoma-leukemia had
relatively <1 le karyotypes, and the 3 patients had some subline cells in addition
G Lo et Hine celly with a *f4314),  These findings suggest that transformed
Cotmuned gtes, rarked nritarily with a t(8;14)(q245;93?7), could enhance the
caroricenic ntertial over host-defence mechanisms through the karyotype evolution

PN -3

PV -4

I o Tr b R IR U TR MY L LoD PRIy b

LR T O o0 TS A S D SARNIART, KL TREDA,
U, v L TTETERA L Departent ot Hedicaine, o SIndversity

B Dot Me b e, dokva, tapan,

Haorophases anduced to Ditterentiate trom leuberia cells by viarious
. poan s hrttered tror noreal racrophage in oovtochenical and immuno-
e phenervpe s e Jheald desorive hiological natures ot these
RIS SRISEITINYE

aoarop e anduced tror acute nveloblastic deubermta oMy oand e
coell ber s retradecanovt phorhol 13 acetate cTPAT had pﬂugng)'th

-
v tinatier an b b peceptors, Morphological changes with RN are remar -
pabdle an Mol s than pocells. Macrophages induced from leuhemia
colbs destothe abality or prolbiferation, In promveloovtic Teuberia (M3
st orwveloronoovrre denbera (M), dissoctation between phagoovtic acti
Vity o and o oreceptor was observed, Cther anducers, such s retinoi
ey tesarethasone and vitamine D3 oshowed difterent eftects on ecach
Pand oot acnte svelond Teuberva cells. Dissociation in norphological,
rwmunelogieal and oytocherical phenotvpes were usually seen in matured
el difterentiated trom leukemia cells, Norphol®gically intermediate
tores between cactophage and neutrophil were sometimes noticed,

Chese resnlts might Clarity the pelationship and the development of
Vit aeue phenotype s in the maturation of macrophage and neatrophil,

et L ettt

—-—
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MEROVED RES FUNCTION, WEPATIC CHUCULAR ENERGY METARDL ISM AND SURVIVAL WITH ATP-Mgi]
COLUGWING MASSTVE HEVATECTOMY AMONG CIRRHQTIC RATS, H. HIRASAWA, M_ OLAFA, Y. DHTAFE
LOREAYASE L, HO SATOL Department of Syrgery, (hiba Hnivnrqx?y Sehool nf Medicine,

rrha, Jaran,

Previous studies have shown that the depressed PES function, caused by depressed
rer it e lular energy metabolism as well as decreased functioning RES mase in
vernant Tiver, plays dn oimportant role 1n the development nf post-hepatec tomy
cetection. The present study was undertaken to investigate whether ATP-MqCl | to be
voowt e amprave antraceliular energy metabolism, would improve RES function and
coacvds after masoive hepatectomy in cirrhotic rats. The cirrhosts 1n Wistar rats
wit s roduced by the subcutaneous 1ntection of (Cl1, twice a week for 17 weeks . Two
mours after bk hepatectomy, the rats received either 125 moles of ATP-MqCI

vl (ATP group) or 1.5 ml of saline {saline grout) intravenously. Survival was
wasured aver a period of 7 days. RES phaancytic activity was measured using 10

od emplston methad a4t J4 hours after nepatectomy. In another set of animals
vecatye cellular energy charqge dnd artertal ketane body ratio (acetoacetater -hydroxy-
Datvrate, ARBR) were studied at 24 hours after hepatectormy. The survival was 100

rodvoan the AT group and J50 (47165 in the control agroup (p - 0.0045) 0 RES phago-
Lt andex o was 00096 - 0.0007 (n=10) 1n the ATE qroup and 0.0064 - (.0003 {(n=10)
othe gontrol group (- 0001, Hepatic cellular eneray charge and AYBR were also
craorttcratly amproved an o tne ATH group compared to those an the contral arouls.
Trecr datda sagqest that the ATP-MgCl o ampraved RES ftunction and suryvival fallawing
Tantiye nepgtectory oo cterhatic rats probably throggn the tmprayement nf o the

vty energ, metabolyar v the remndant D rger

Pi\ -6

hoto oD R B MeNoR INF O b DTFFERENT DAL DN F HUMAN UWEDoGENOL S TEUREMTA CEP T T INE
eSO e DAREDA, R RONNGL Dlepartment of Riochemisrre, o hoond o Meddyo de
cwae Ucdversity ) Hatanodai, shinagawa-ku, Tokvo 1o,

coenditioied media trom lectis stfmalared Tevkoovte popalarions contafs 4 varier
aetors et v repyulate the protiteratioes ad ditterestrattes o diverse hemo-
ot gaesarsor cells) We have examined whether mooos vron a5 well as 1ocells
Jtootaee b tors widot fndace e dittercoriation o domae mvelovesous leakenia el
PEoem, Che leukemic Yines, Plocked art ditterent staves ot matyration were ased for
Pades o Mi-l ocells are mveloblastsy HE-pO are promyvebocstes: U937 are monocvtoild
clivs The cells were cultured tor 3 davs in RPMD ThGo medinm supplemented wizh 10

neat g tivated FBL and test materials, Monoovtes were isolated trom E-roserie-
deplered perfpheral blood mononuclear lenkocvtes ot sormal volunteers by athererce
tooseram-coated dishes. Cell preparatiors contalned 99 7 monocvtes as determined by
wtadniny tor sonspecitic esterase and peroxidase, tess than 1Y FY Colls. Monoovte
cendbtdoned medium was preparcd trom the calture ot bipopolvsacoharide-stimalated
monsevtes,  Ditterentiation was monftored by determiafog the appearance and aoorual
vlovarious markers sormally assoclated with the maturation of the aranulocveic and
monoevtic element s,

Protein tactor(s) produved bv monocvtes induced the varfous dittereatiation-
associated characteristics in human myelogenous Teukemia ced] tines. ALl Hines
tedted were ditterentiated to macrophage-1ike cells. The characterf{stics ot the
monocyte tactorts)y were ditterent trom that ot ditterentiatton inductoe tactor(~
trem o cells or Interferon y
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VHEORE D ICUTOENDOTHED TAT SYSTEM O THE SPUEFEN IN TDIOPATHIC PORTAT HYPLERIENSTON AND
SOMECAL e TIVER CEREHe DS, R, SAMIVAMA, K. SATTOH, Department ot Pathoiopy,

; Vot oMy LR Moy Crd Dt T U e gt

oo YT Tapan.,

e sy ee s ot dropathre portal o hvpertonston and 1 oones ot splienomezala

vrarrhoe s wWe T a amiend e wobistochemio sy and Cevtron sncroscoploa, v,
e e DTt ol b tissn autyradiographne methods, Thirte-six wpovens
Yoyl b or S st ircrnema were used tor o contrel . In adiopathi
e Bupe o teeion, sy eromies s b Iver cdrrthests s we s as controg cases, the
ot retpen g T avy man o cphiaye Werte todorater s positive  wotivity tor aaphthol-
Sttt (Sterne teaetion o with orooanhiibition by NaFL. o O tie otner hand, the
P et T ce i nhowe s st A tavity tor aaphtheli-AS- o v tate esterase

teos 1 . thas ettty was anhahited by NabL. Bloctren mioresoopiaal v, there
W T Srane it ot etween e STYomol retionuiar o tid the sinus endothelad
‘ i tiesie ot pleovrachy the Cabhe Tinge oandes ot Hethymidine ot the sinus
b T pn perta’ hvpertension  ases, .0k g 10,0247 in
v, the Stromma reticular el was only s arcely
cmes oand contralss Trogps spec ated that o sinuas
Pepertension and oapTenomes g Pver  arrhosis s
Cotia s wernt the T o 0T atee Tt namely, the
et ot SRS R PN S B ST S B S B these

PN -8

CELDOWU P ACE PHENG DTPES DN HUMAN CETLOLINES oF MALIONAND LYMPHOMAS. T, KATOH'®
MORTRAWA T, H. NAFANGC DL WAKVIANTS, Fo MINOWADA T, AND 1. HARADA®  Depts, of
. -

gtorhinciarsngeloys T Shiimane Medioal tnive, Teramo 6943, Tapan and
Schood ot Med., Mavwood, 11D 60153

athelops . and
eaxemia Kesearch fab. L Lovera Sniv. stri by,
el sUPta e Ghenetpes e e invest fyated in oseven lene-term cultured o1l

Tinesw torived trosm osoman salicaant lvaphemas fretdoalum cell sarcoma, Hodepkin's or
Adsticawtic Temphemars W tested dt coeliolar ordpgin and/or staee of ditferentiation
cutd he elucidated by conventi caal surtace marker analvsis oand reactivity with

e Lenial antitodiestmeAbhs . Derfvation ot these cell tines treom nen-lymphoevte
Tineaye was confirmed by these metheds. Ta-like ant'ven was demonstrated in five

totner by twe kinds f meAbs, Antipens expressed on mogocvte or myvelo-monocvte
neaye cells were detected Ty OKMD e MUS-C on oondy 17 Unes respectively but in
Aitterent Hine. BA-D and BA-D which react with antiyens ovn small traction of bone
tarr w cells were revealed o react with o7 respectively, These results show
that surface antivens detes ted by these moAbs are expressed fndependently on
Pignant lvmphoma cell Tines, and are d{fterent trom those of the myvelogenic
beukeria vedl Tine .,

These results might rotlect the heteropenefiy of the Iymphoma cell lines, as
weo e shown by morpholoplioal, enzvme- and immuno-cvtochemfcal studies, or
ditervatively this sceming heteropencity mipght he ascribed to the moAbs which
were jroduced by tmmanisation ot teukemfa cells or blood monocvtes and not
vmphoma cells, Thus cur Dvmphoma cell Tnes could be pood materials for production
4 omoAbs tor the studies of Tyvmphoma cells,
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Fecent by Lo ame o veps e ? shiw that drazepam innitate the it feerert gty nooof
vy e lacte 0 tnduce the citferentratrion ot Lorend erytnrcleuremria

GO e e gy we exagmined the effect of diazepam on CiA-andy el differer s
\
'

]
1l '

chr ot e ol et cel Tl were cultured at o g ot i 10 -
R MR de me g contareang o fptal calt serum,  CPA 10T 1T i ed
cacrophage- e celly from onf skt cel e "heqe fuatr cpbrAge - Tive 11 gttarbed
Coyetr raees torened lavrge aqgreqates, had several (ytopilasmic procesces dne
Dl Tt actay ity The addition of drazepam at Ji- s g omloaod A
st el b bept cells round and froating with good viatalaty oonh
Tazepam avrited Cid-acduced aggregation of Hesb0 redls, Dooadbtiin, thiu evert

vt dccomparted by s1gnificant cnange an qgalactocyltransterase  activity,  Thess
Ty ey P SRR T T L LR N FAN IS YARE IR RARTLES BEALS EURUR L AR P e i gy
: revcde s T A quced drtferent gt 1o was doCompar Tedd Uy e decreane 10 CNA

10 kA oy tiests af e epe cellol The gdd ! e b Goagegam faad tendency tooannnat

B G .

ety ease 1 nuclee acnd synthests ot he-co ced Dl Thene reaults suggent that
Casepan e anyt VA anduced ditterertigteoa o cyee el e

PN .10
CENLT L el bR T o TR T s A DR RAR AT IO L O RE DN TION AN
T T CORDRAYIS R ok HTRASRS M L e SAT
of Medicine, “hiba, Japan,
tonas been onowe that carrrctic patiects are susceptible to infection due to
doreased KEC funotioe . Tre s sent study was andertaken to anvesticate whether 0QF-
S, A e 1l ine g neat-treates lyaprtiized powder ot Su-5teain Streptocncus pyra-
L KIVE A E R T S A I S R T LA B PIA T VR B RET S E A T R N T ol T S R
ety The arrnesty o wds o odas ed by the subicutanecds tedectioe ¢ DT twice o weed
Cor o d o werks . by teer Dr oS 0 Nl gt (DV-S3T group s or o saline salvee aroup ) was
roes ted tntrajerttoneal s or day faye aftes the Tast 000 e tion . Sens it was
Produced by ascher o antestinagl o omethod two o days after Or-33 ar o galine n- ‘
vt Globet RES Jrggo s tio gotyvity wdn measured sing Yo Tabeled Tiord erulsion

Cethod arvor o the e s crmacedure . Tnovitre Fupfter Cel)l o gotivity oand o lagra

[EPSE NN

tpartment of Sorcery, Intha lniyersity Schood

.

CLerte ae vty were alst studied using Diver shice bioassay method, The survival

Wt g ured over a o pertod et S daya . The survivdl owas G 7 In 1Y areng saline

drayoand a0 e b amonn i ed il vy, oo Td The global RES phagooytic index

wa A Goance oty e saline qroup oond 0 058G CoN0dY (n 1R i Ok-3030 /

ap i T kuptder el activity and the tlasma opsonio doetivity were
cone srgqrifrcantly ceproved anonegy D400 raup corpared to o waiine grogp. Thus the
-G stgrnticantly amproved the sgryival oot crrrhotie rats totlowing sepsis, The
Dr-Scc alse sigmiticantiy amproved the RES phagocytic activity through the resto-
ration ot both the bupffer Cell actirvity and the plasmd opsonic dactivity among
trrrhotic rats,
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IMMUNOLOGTCAL CHARAUTERIZATION IN AN ADULT PATIENT WITH CHRONIC EBV INFECTION PRiX,-
KESSING TO MALIGNANT LYMPHOMA.  S.SHIRAKAWA, T.KOH, 1.TANAKA, K.KITA, Y.KARITANI.
snd Dept. of Internal Medicine, Faculty of Medicine, Mie I'niversity, Isu, lapan.

The patient, hl-vear-old man, consulted our clinfc due to cervical lymphadenopa-
thy with gore throat {n March [98). His fnft{al laboratory values showed WBL of
10,400/mm with a ditferential of 9.4% of atypical lvmphocvtes, and strongly
elevated EBV related antihodies (VCA-IgGxS120, EA-DR IgGxbha), EBNAx4O). In spite of
lvmph node biopsies carried out several times, histopathologic tindings revealed
reactive lvmphadenitis with no malignancy. In September 1983 he was gqcutely i1,
tebrile with abruptly enlarged lvmphadenopathy.  The axillar lymph node biopsv was
compatible to the diagnesis of malignant diffuse lymphoma, large cell type ot B-cell
srigin.  Alsc, the tumor cells were delinitely EBNA positive, and EBV molecular
hyvbridization study clearly Indicated that the lvmphoma cells had FRV genome. Along
the clinfical course the immunological states of the patient were examined several
times, The following characteristics were obtgined as dittered from the usual cases
of IM. 1} An increased cell population of OKT# and OKia  in the peripheral
T-cell subset. 2) Normal response in NK cell activity and mitogenic response of
Ivmphocvtes. 3) Suppressor T-cells could not be induced in vitro system of
PWM-induced antibedy respose. 4) In the outgrowth inhibition assay used to cvaluate
EBV-specitic cell mediated immunitv, no successtul inhibition was observed without
addition of 1L-J. Accordingly, the present study sugpests that the patient might
develop from chronic IM to b-cell lvmphoma due to an {mpairment of fmmunviogical
surveillance against a dire (onsequence of EBV infection, (A part ot this work
supperted by a Grant-in-Afd from the Ministry of Health and Welfare in Japan.)

AN R |

PN .12

IMMUNOHTISTOUHEMECAL ANALYSITS OF MALTONANT LYMPHOMAS WITH MONOCLONAL ANTIBODILIES,
A, MIKATA, H. SUZUKD and H. OHKAWA Department of Pathology, School of Medicine,
Kedo (niversity, Tokvoe 160, Tapan
Lyvmphomatous tissues were investigated to reveal anvy special relations between
lvmphiomateys cells and Tvmphoreticalar stromal cells. w7 Tvmphomas {ncluding 2o R
vell crigin, 16T cell pin and 7 ountdentified origin, were stained with fndireot
immunoperoxidase method on tissues fixed in 20 PLP or with « step PAP method on
avetone fixed sections of fresh frozen tissues, Monoclonal antibodies emploved
were GKT-3, w, A, 8, 9, Leu Z2a, 3a and 7, HLA-DR, B-1 and Ba-l. ‘
Results indicated that tollicular lvmphomas showed similarities to reactive
cemph follicles in that 1) center of the neoplastic follicles were HLA-DRY and
Ba-1" while pertphery of the neoplastic follicles were Ba-1%, and that 2)
intermixed 1 cells showed T«:TH ratio of 2:1 or more,  I6% Langerhans cells were
surrounded by Ta4* cella and not by 18% (ells. Similar relations were seen {n
cutaneous T cell Tvmphomas.  T6*% cells were increased in the lymphomatous skin but
not in the lvmph nodes.  Leu 7Y (el were vartable in number fn both T and 8 cell
lymphiomas. B cells rematned in 1 cell tumors as a nodule. These findings mav be
important to clarity tumor-nost relations and tmounological capacities of the
neoplastic lvmphold cells.

DA MR By €l B

.
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vk R TROTTLE AND CYTOKINE PRODUCTTION BY NEW SON-LYMPHOTD CELL LINE (HDIM 1 %)
SEUEIC PROM HODCKIN'S DESFASE. 1. MINOWADA, K. O7SUKA, H.G. DREXLER AND M.5. Lok,
et LB ew, Tr, Veterans Administrat ion Hosp it v/ Lovola University Striteh
Gee b o Meagdicine, Hines, 1L eoleal and VoA Hospitai, Leavenwertl,, ES AbOGR,
aiae cedl Tines (HDIM-1, -0 and - 1) were established froe pleural effuston o
Uooat with Hodekin's disease. Morphologfcally, HDIM cell s form spontancously "Reed-
steranery=like multi-nucleated viant cells in S=107 of cell populatfon. The HDLM
CoLosines, however, appear to o represeat a sinele lonal tumor cell population
o basis of the presence of marker chromesomes. An extensive characterization of
Career prefijes of HDIM cell lTines was done by a totadl of Wl marine mencolonal anti-
t1es, b rosette assavs (hoEA and LAY, 7 polvclonal antibodies (for TdT and &
sunoplobulin Ioand H chains), and anti-t BV and HILV antibodies. Based on the
oarisons with those marker profiles of B¢ lvmphoid, nyvelomonocwtic and ervthroedd
ccareria=lvmphoma Tines avallable in the laborators, the HDLM cell Tnes were found
t o he andfque nen=1lvmphold, non-mvelomonocst i, non-ervthroid and non-enithe {0
couse tartial o expression of antisens related to suporeseor ToLeu=3A), 112 receptor
tyovarty omvelofd cell oMCS-1) and v pakarveovte=platelet (BA-C ) DUSALL-D) was
rved,s hedther EbVe-nor ffLV=ant fyens woere detectablor The marker prot{te of HM
Chisowas different fror that of apother “"Hodekin's turor” cell Pine (1= 00K
ctoal. 1o Cancer Res. Clin. oneal. Iob:tli, "=, Tsoenevme nrotite of esterase,

L phesphatase and —hesosamlotdase in the HDLM cells supports andqueness of ool
tooes HDIM celdls produce constitat jvely oo differentiation indocing facter of myvelo-
Claals to monecste=macrophace difterentiation fn vitre and a4 tactor inhibitorey to T-
ol s reliteration in vitroe.

P\ .14

COMEOOYTOCHEMDG AL AND TMMUNOCY TOUHEMTCAT STUDIFS ON MAUROPHAGE-LINFAGE CELL
PaOLKIVED FROM HUMAN MALTCNANT LYMPHOMAS. S, MORIKAWA, T. HARADA, M. NAGASAKI,
SO MOKIEAWA L T KATOH ALD T MINOWADA, Degartments of Pathology, Internal Medicine,
and oterhiinolarvneologyy Shifmane Medical Unfversitw, Tzamo 6930 Japan, and Leukenmia
Kesoars b Lab,, Lovela Unfversfty strich, School of Medicine, Mavwood, 111, »0133

gripianal cells of mallgnant lvmphomas possibly consist of lvmphocevie- and
supe Tophaye=lincage cells, Iemunological and biological studies of malignant
vemy homa cel s especfally derfved from nen-lvmphocvtic Tvmphomas such as histio-
tic lvmphomas and Hodgkin's discase, are expected to make 4 contribution to
anderstanding difterentiation and heteropeneity ot macrophayge -ltineawe cells,

In this studv, 7 Tong-term cultured human malignant vmphoma cell lines are
investigated enzvme- and immuno-cvtochemfoallv,  As the controls, 4 human mveloid
lenkemia cell lines are also examined. Peroxidase, acfd and alkaline phosphatase,
nun-spec ftic esterases, ATPase and succinic dehvdropenase are demonstrated enzvme
Svtochemfeally, Lvwozyme, ty-antitrvpsinC g -AT), and $-100 protein are studied
fmmunocvtochemically,

Taking together with the results of biological and surface marker studies,
these malignant lvmphoma cell inea are classiticd into 3 subgroups; S-100 protein
Hoay-AT posftive, Fo-receptor & ATPase activity positive, and phagocevtic & lvsozvme
amtivities positive group. These observations suggest the heterogenous cellular
origins of human malignant lvmphomas, as well as macrophages.
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e MONODCTIO CEREMIA DS 0 D AN e POTARL DMET AN AT )

WMOOMTA, MOANASHT L B ONOJTRD, K MOTUYDSH, M1 KA AND M AT

Do emopatests, inat,Hematoloqy and Ueptonematology, Jdiok Medhoar o ban
ebgr 3200 JAPAY,

Attt a4 very tow erceptiron, 1t has been daifticult to estatilioh ruman noe fyrpho
Moo, degkemia trnes,  ae have recently established two new monooytro degremia
rren quceenatully, One line, designated JUSK], was dercved trom oacute myelomocs
cvtre feakemia (MAGD and the other, JOSY, trom acute moroc,tic legkemia MY
cegkemis celiy agalated from the peripheral bloog ot each satiert by Froali vypague
method were cultured 1n alpra medigm with 107 tetal cald serum an yn-well mirrg
voates at 30 Loonoa rumidafoed 57 QO atmosphere, tach line was consadered U be
votaliiiahes by week 1 & at which *aime 1t hecame postable o subculture tre celis

ortangously,  Both ines reached a saturatios tencity ot 1 7 510" /ml wher -eeded!
at U i0" ml o with o a doaubling time of 24 2EYL e wrint Gremga preparatinec, celing
avre rogng andg polygoral 1n chape with small blebs,  The cells hatt basopbaiae oyt
voanr witr A few vacuoles ant andernted aucley wrtr L3 dar e nuciecly,  tlectran
rencapte standres revealed that the e fires had immat ,re manooyt i features, Bt
ey were S ositive for the <taining o aipha naph'hyl butyrate ecter 1n,e whch wa
rtetely anhetted by sodfram Clgoride, They hecame asdherent o plantic rLityre
croreeand g guired pranosoytico activity atter anduction by 17 5 tetrader anoy

Prorr s T acetate withan Z4h 0 Otrer phenotyptc characteristcs, ard Mitterent et o
R R I he rac e ol an o rateraece Y the ooty ineg, of froae monce ytrr e
Eor o iy e ko bt Mg by ve,

PIN S16

IMMUNOHIS TOCHEMTCALLY INVESTIGATIONS OF SOFT TISSUE TUMORS, ESPECTALLY MALTGNANT
FIBROUS HISTIOCYTOMAS, Pl Behedl, J. Kleyne, J.AM. van Unnik, J.R.1, Flber., M.t
N, van der Vegt, chob. Albus-tutter. [nstitute of Pathology, Pasteurstraat 0, 39511EX

Utrevht, The Netherlands.,

Soft tissue tumors onsist o!f 4 group of morphelogically divergent tumors of mesen-
chymal origin. A larye yroup ot STT is formed by the malignant fibrous histiocytoma
(MFH) and manvy o! these tumorcells have a histiocytic appearance. The presence of
histiocyte-specific markers within the cytopiasm of MFH tumor cells favours a dual
fibroblastic-histiocytic refation. We have itnvestigated the STT immunohistochemically
tor the presence of receptors for peanut- and soya bean agglutinin (PNA and SBA) and
for alpha, -—antichymotrypsine (ACT) using the unlabelled PAP staining procedure on
deparatfinized sections., ur resylts showed that rhabdomyosarcoma (RS), osteosarcoma
(05) and MFH (ould be positive. For example 581 of the subcutaneously located MFH
(n=i4) stained for ACT, /I7 for SEA and 77 for PNA bindingsites. Deeply located MFH's
(n=63) stained respectively for 367, 257 and 112, There was a preferential staining
of giant and histiocytic vells, It was striking that a great part of the histiocytic
cells in STT (RS-US-MFH) express, bt onlv 2 swall part the Peanut Apglutinin -

or SBA bindingsites. In (ontrast to malignant histiocytosis which express ACT, PNA
and SHKA receptors. These tumors  are derived from cells belonging to the monocytic
cellHine. Our results showed that mesenchymal cells could behave as histiocytes
with respect to morphology and the expression of ACT antigens, but that they differ
from "real”™ histiocytes in their expression of the lectin-receptors.
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JOASTVERESS AND METASTATIC POTENTIAL OF T-CELL HYBRIDOMAS, E.RO0S,P.DE BAETSELIER,
MOTUSTOMART L Netnerlands Cancer institute, 121 Plesmanlaan, I7%% CY Iﬁsterdam The
'n'nva‘n1\ and Institute for Molecular 8voloqy.Fveebn1vors1t;. Brussels, Lequw"
Alloantigen- or ConA-activated T-cells were ohserved to be invasive in vitrg in

repatouyte cultures, swmilarly as highly invasive and metastatic lymphoma cells,
anereas non-stimulated spleen T-cells were not, Recently, 1t was found that sponta-
recus fusion 1n o vavo between non-invasive and non-metastatic Bw thymoma cells and
vormal nost T-Tymphocytes qave rise to highly metastatic cells (manuscript subritt-
tel . We assumed that such hybrids were metastatic because they expressed the inva-

teeness of the rormal T-cell fusion partner. To test this hynothesis, we prepared
rarrrde detween B o cells (ARR-derived) and activated ARR T-cells, and tested tneir
oaciveness and metastatic potential. All obtained nybridomas were highly invasive.
ne cell Tine lost invasiveness after a few weeks 1n culture, We also fused BW cells
witn narmgl spleen T-cells, Some resulting hybridomas were not invasive, but most
Tt invade, To test theilr metastatic potential, nybridoma cells were i1njected 1nto
ety ] vern of AR mice, Invasive hybridomas qave rise to extensive and wide-
Swest metastaste, Livers and spleens were much enlarged and diffusely infiltrated,
1ot large tyrors were tound 1n kidneys, ovaria and mesentery, In contrast, non-inva-
LUve nytrliomas 31 ot yireld metastases. We conclude that a nigh level of malig-
ity an he conterred onta T-cell nybridomas by properties derived from normal T-
ceilel becaute o therr esxtraordinarily nigh invasive and metastatic potentiai,
moell vyrrrgomas constitute an attractive tuel tor metastasis researcr,
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y and electron microsceopreally.  Ultra-
Yeematous plagque 1n the early stage rewvealceld
th abundant cytorlasm and lymehond colls
oo et nucler anfaltrated along the Lasal layer of the
L b, In o contrast o these fandings of crythenatous platue, i
sy taxen from o the tumar o in the late staqge showed drfferent anteas V4
D, vamerous sarae pleomorphic lymplord cells proliferated 1o the
ferrs but few hastiocytord cells were observed,

Frorm oabove abservations, we consutder that histiocytond coells were
Looreaned reactionally in the early staqge and neonlastic lymphotd
celly protiferated in the late stage.  Therefore, PR could be a type
O neoplastic lymphoproliferative disecase originating in the skin

st as mycosls fungoades,

N
N v“y{'.!li ceolia w

1
3

‘ -
ol / S




Poster Session [V .

Room E

PN VO

FVELOPMENT L F FXPERIMENTAL HEPATITIO AND FUNCTION OF THE HED.  S. GASOU,

F. SATCDATE, T. MAIAKAME, T. MAUUDA. Departmen's of Pathology and Internal
Vnai«infl-iuu'o Medscal ﬁNiV:}ﬁ}EAET of Medicine, Maorioka 20, Japan.

The function of the KBS was examined in relatijon to the developrent of
exjperirertal bepatitin., Mice were divided into the follnwing three groups;

L Mouse Hepatitis Virus [ (MEV) was inoculated into rnice with no previous
irecedure inogroup A, ‘Coan mice after blockade of the FED with carbon particle in
reup Byoand D licontrol rats were Group €. LDYD of mice was compared between
Sroups A and B, The livers were also simultaneously observed morphologically with
exarination of the carbor clearance rate. In addition, the Fupffer cells, which
ave phageoytosed carbon particles, were counted i Group AL Correlation was
estirated hetweern the carben clearance rate and the numnber of Kupffer cells which
hagocytused carbon particles,

n Group A, phagocytic activities exhibited by the carbon clearance method

e rurber of ¥upffer cells phagocytosing carbon particles were increased
un*t1i it hours after inoculation of MHV, then decreased from 48 hours. The number
! Fupffer cells was 1ncreased most markedly in the middle than in the central or

Yave

o

and ¢

feripheral zone of the lobules.,
Tegererating and necrotizing liver cells appeared earlier and rore severe 1n
ponp Botran ar o gronp AL 1Y Yas beern suggested that decrease of phagocytic

Activity of the KEL (lenely relates to developrment or acceleration of hepatitis by

ection,
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APUT T T=CRTT LEUKFMIA LYMPHOMA ON THE EAST COAST OF KIL PENINSULA [N JAPAN
ToRCRATASHL, T TANAKA, T.KOH, K.KITA, Y, KARITANI, S._SHIKAKAWA. !nd Dept. ot Internal
MY tnl. Faiulty of Medicine, M{e !’nvi(-r'—silv. Tsu,m lapan.

Twenty seven patients with adult T-cell leukemia lymphoma (ATLL) have bheen
tcund in the last eight vears along the east coast of Kii Peainsula in the midlle
district of lapan. Their age ranged from J7 to 8K vr with a mean ot S4.6 yr and the
male/female ratio was 19/8. Most of the ;.ti.0t had lvmphadenopathy, splenomegaly,
hepatomegaly and skin lesfon, Hematologically, leucocvtosis of more than 50,000/cmm
was observed in most of the patients, but anemia and thrombocyvtopenia were mild in
comparison with other leukemias. Immunoglobulin levels were within normal limits in
most cases. Hypoproteinemia and hvpercalcemia were characteristicallv noted in many
patients. The prognosis was very poor (medfan survival: 79 davs) and most of the
patients died or pulmonary infections, The leukemic cells in the blood were
characterized by marked deformation of the nucleus and the leukemic cells reacted
positivelv with the OKT} and OKT4 monoclonal antibodies, showing immunologically
fnducer/ helper T-cell phenotype. Sera from 18 patients were examined for
antibodies against ATl-assocfated antigen (anti-ATLA) but {n two patients neither
ant {-ATLA {n sera nor proviral DNA in leukemic cells were detected. However, these
two patients could not be distinguished from other ATLL pstients c¢linicallyv. The
characteristics of these ant{-ATLA negative cases will be discussed in comparison
with the other ATLL cases. (A part of this work was supported by a Grant-in-Aid
from the Ministry of Education in Japan.)
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AN AUTOPSY CASE OF IgA MULTIPLE MYELOMA ASSOCIATED WITH TMMUNOGLOBULIN
STORAGE  HISTINCYTOSTIS AND  AMYLOIDOSIS.  K.TAKATSUKI, T.KAGIMOTO, F.
KAWANO, M,CHITOSE, S.OHSHIMA, K.TAKAHASHI AND M.NATTO. The 2nd Dept.

of Interna! Medicine and The 2nd Dept. of Pathology, Kumamote
University Medical School, Kumamoto 8k0, Japan.

A case of histiocytesis with L-chain accumulation (Terashima ot
al.: J.Jpn.Soc. RES 17: 209, 1977) and a casce of myeloma accompanied
by histiocytosis with I1gG myeloma protein acrumulation (ITtagakl et
al.ibid. 21: 127, 1981) were reported in Japan., The following case
represents  a  rare  association  of  amyloidosis and crystal-loaded
histiocytosis in multiple myeloma,

A 60-year-old man was admitted because of left femoral pairn.
Skeletal X-ray survey disclosed multiple bone lesions and pathologic
fracture ot the left femur. Plasmacytoma, 4x8cm, originated from a
rib was found on the left side of the chest, Serum IgA was 1,439 mg/
dl and Bence Jenecs proteln was detected 1n urine, Bone marrow exam)-
nation showed 32 per cent plasma cells and many histiocytes contailning
needle-like c¢rystal.. The patient died 20 months after the first
admission, Autepsy revealed amyloldosis in the left elbow, thyroid
and adrenalvy,

Histiocvtes 1n the bone marrow were oxamined by PAP and 1mmuno-
alectron moroscopy,  Crystals in the histiocytes were considered to
be TgA-K myeloma protorn,

P\ .24
Gnotne activity of pnagocytosts of lymphocytic cells.

Tabaakl Ueda, Nobumiko Shibata, Junsuke Yoshitake and Nobuyuki Senda. Department
of Cell Phycinlogy. The Center for Adult Diseases, Osaka, Japan.

1t 15 reported that B-lymphocytic cells ingest latex particles or red cells.
This paper shows the results of our examinations on the activity of phagocytosts of
various lymphocytic cells to clarify or classify one of their characteristics.

venous blood were gathered from 10 healthy adults and 6 B-cell leukemia
patients, 1.e., 4 with acute lymphohlastic leukemia (ALL) and 2 with chronic
Tyephocytic leukemia (CLL). Mononuclear cells were obtained by gradient sedimen-
tation, and suspended 1n Medium 199 at a concentration of about 1 x 10%/ml.
S0 1t7/ml of polyacrylamide beads coated with rabbit anti-numan immunoglabulins
antibodies {(2-5 . in diameter, [mmunobeads; [B) in Medium 199 solution were mixed
with cell suspension, and left standing at 20° for 15 min. After incubation at 37°
for 60 min., the mixture were used for microscopic examinations. Two hundred cells
were counted twice 1n each sample to determine the percentage of cells which
ingested JB under a phase contrast microscopy.

tourteen to ¢5% © (average 19.9 :) of normal lymphocytes ingested 1B. All six
~ases with ALL did not ingest IB, but one out of two cases with CLL, 24 : of cells
ingested 1B. e
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tor TN IR IO ARD p AR T TRIC STHUY N RUN-Huuud (NS L YKPHUMA

e b it e WO T NGOG L AL G RRCBULAR, T,
Py et e, WS AT T UNU L T U AY O AND 1. WATANULK . bept. of

v logy . devta tnmav, School of Medicine, Akita and wvepl. nf Paithology,

v o tiv. schasl oot Medicine, Sencatvi*i,
st suuuy was undertdken to elucrdare morphalogical differ-

cen tevwoen T ocell tymphowat 1Ly and B cell tymwphowmalbCl .. 48 of 1oy

congkan s Tymphomas were exanined electraonwtcraoscopically, ano o>
el ocanes of 0L and 22 cases of 3CL} furtaner subKicied 0 ClLwm-

ber i Zes karyoneoryiyideaplan . Nuclear trreqularcricy was escimateu 1n
cws b srape (onsoant k-4xis 121, where S, L are nuclear area anu

v ot nucleas sectton 1s a circle, the value of ¥ equals 1, anu

VEgcen Wlih o Ancreastng nuclear irreqularity. The resulis are as
Teoows. 1 a.n small Tywphocyuic ltymphonias, tne velue of mean K was
Woooo e bunths, for BOL, while 1t was 0.6200s.d.: (.19%05), a sig-

“tooartly smaller value for TCLL biin large cell lyuwphowas, K was

ter LBElptaswa. Then, the value . f x reduced for [Biclear, Ulnc,
Cvoara Cbipoelymorphous 0 o6 sywc=ssion. in general, tne nuclei
wire o wmare arrceqgular coen Jtose of ol . ZioNuclear pockets were

e e cfter an tysphoaus with hign nuclear irregulararty. 3)
PUon s were atundant 1n e and reR o developed well in [Blplasia.

cabyroninaus structures of tell wewdranes were found only in BCL of
Thivutar center cell arigin,
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